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(b^Mtn^f K^BM4t/tife3e#JO±«:f*ffl«*(i, ->irDt*yyt-tf (C 
OX) *>MrftfflK3fe*=K 9 7=7 >->'> (PG) 0££-fifclS£ftfflT*&o 

-2f , BMcTWiBftW* * ^WHf & tWHftffl U/:CO XWiff^ C 

v^S, jjf , IWCOXOT'fVf'f «£5fcS2li, COX 

-lJ:$ti/:) i" COX-lli, Il3t^f*40i: 

**U C0X-2H, »taoB*T*»i, •J#J*WUifc£»ttu»i* 

ztizmm-e&Zo iot, cox-2 «ras«?wnffi*i-4aifflji, bh^eo^ 

14-36M (1995 30 ] [^'fft- (Nature) , 367 ^ 215 — 216 W (1994 
*0 ] o 

[1] <Dit^i tzlt-tni&tf* C OX - 2 3HR6-Jffi#?£t4£*r U te*>T«*i 

m^=fs SHRIKE HJfBST-isJi^a^*^* ; T-»Hili, tz£X.i*s * 
y y * fl- >u L < ti 7 n 4 )V &tt t'cvmmm. ii %t'<DT -> ;u * 


WO 96/26921 


3 


PCT/JP96/00499 


xf;K n-^Dt";K ^V^nt'JK n-r-^K sec-7^;K 
^y-X^-ni, ten- -7*-^ >K <~<>^;k ^ + ^•/^^ib'.t ?>'^-^-^;b^<!:-c7) 
t:fJM**> L < lifrmmnc mo t;u^t;u^^ ; r ;w * * ^ t tt x tzbz.lf % 

^x;i/7^-;K n-7 , ot:;i,x^7Yx;K >f V7*d tf;v^;P7 ^ — /K n - 7 
4 4 v7f^x;i/7 4 — >K sec- 7-f- >ux ;u 7 y — teit-7 
f ^7>;P7Y-;K ^>f^X^7{^)K a^->;^^7^-)K A7f;i,x 

;i/X;U7 -r ; 7 ;u * ^ x ;u * ^ ;i/ & fc (i, Kb fill* 

i-^;i/X;l/*ji;K n-yDt'^^^-t-JK 'f 7 7Dt:;i,x;i,.t>-JK n-7f 
>f V 7-?- ;u X ;i/ * - ;u , sec- 7f- ;u X ;W * ^ ;w , ten- 7-f- )V x ;u 
^^.;U > )\,*—)i<, A+->;i,x;^c;i/, ^ 7f- ;u x ;u * )V H X If 

* 9 * )v x jv * - jv t £ b'nmm t tz it &mm c M0 7;^;^^^^^; 

XJ^^it^y, n-T'Dt'i^i^J^^y, -f v 7*d fc? ;b x — ;u * 
4rv, n-7fJMJ^^^t + y Y 'f 77f iX^t^j^ + y, sec-7-?-/U 

x;u^ — ;u^-^->, tert-7^^x ip^-^t^y, ^ > f- ;u x ^ * # v , 

>ls**i/%b*<7)m$iktf;it2t±frmfktkC ,, 0 7;^^x;kt-^t#yl^; T 
^^/l/^^-^T^yStll, tzbi.l£* >f;l/X^+-;l/7;;, xf^x 
;U*jl;U7* ^ 7 , n-7n tf;UX;U^ — ;UT ^ 7 7n \£)V7s )V* — )VT < 7 , 

n-yf /l/^ ;P^->— ;l/T 5 / „ >f 7 7'f ^x — )VT ^ J , sec- 7^- ;u X 
Jl'T 5 / , tert-7^-^X;U<*Ji;UT 5 V x A>f ^XJLt-^7 5 y , -> ;w 
x;w^-;wy = a A7°f ^x^.f>-^7 5 y & ZTflr 9 * )V7,)V* — )VT l J 
% b'nmmtfLitzlifrmmC M0 7J^^x;kt-^7; \^M.T)V*r- 
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^vrt^ ;u J: ^ > -r - ;u foEtlM*^ J: ^tt»«o C „ Tfr + -n,m 
& ; Tfr'r — fr&bti., tzbz.lf y tf— jk 7 'J ^, 7n^.=./K ^v^o^z 

'fV7h**>, sec-^b^v, tert-y*h^v, ^>f^t#v, ^ * * * -> , 
3*v3fe* ; T^=/*vtf /u**-;H£fc tf\ * Y * v * i 

C t4 <T)i*)\s** i/U )V#-)\,&* ; 7*7^^iiii 4 /jtx.lJT, ^> 

n^v^is Xlf's? u^-/^-)vta b'<DC ^ > 9 07 ; fa 

^7^ + ^^!, -X^;K n-^nf;K ^v^ntf^K n 

-y-^>K sec-T^K -fvyf/K tert-y^-^iij: tf'O^-JUfc t'Ojtf^t 
L < li*tt»«^)C T)V*n,&* ; i&fR r >u =7 * v g£ ti % tzbUlL 

sec- 7 h * v , ten- 7* h # v £ «fc t>*^ /fJ^ + ->^ ir^KiJtl* t L < Ji5Mtfi| 
twc w tju ;«5g5|l^tJi, tzbz.\X. T*f-f-¥-n, % -f-z--)v y 

-7'J;K fo'j;K >f e-7V;;u, f7'/'J*, >fyf7 > /'J 

^Vt+^V'^K 77f-)K E'O'JyZJK k'D'JZJl,, ^ 

^7'Jv-;K 'f5?*V , ;-/K ev/'jy-^, tf^VV-JK 1,3,4 - * 
Hv7 , /'J;K 1.2,3-f7v'77'J;k 1,2,4-f 7-/7'/'JiK 1,3, 
4-f7y'7'/H, 1 . 2. 3 - h V 77'J >K l,2,4-f , J77'J^ f h7 
f7h'J77U )K tf'Jy'JK fcf^v — JK if'J;-/-)^ f'J^v'ji 

;K v — ;k v — >K — ^e;u*'J— 1 , 2, 4 - h »; TV 
— ;k ^oy^i— t7hfx^/K ^>77U, -< 77 u ;k ? 
n>->K ^>K';v-;u, -f y -f > K 'J ;u N -f > K V >K >f>^y*';;K 7*'; 
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^K'J-iK -Y v -f > K — jk ^ > V* V'J ;K h'j7 7d e >; «y ;u % 

1,2,3,4-f h7tKn + /'j;K ^r/n,2-b] [1. 
2,4] H;r J: tf***y y-^i^^^l^ ttK?&X 

imnm?-frbmi£tiz'j?% <ti> ioo*aig^*ttt4 4 - 7 ni^tna 

>K ^r/'JJl/#^^;K k^VJ/^ikfr^, ^'J'>'**A-,i?*i^, -f 

f-**^* 1 ; y 'J ;U7? ^ y >*- ;U 77 ;i/ 

— f F7tFD+;:jz;^;^'-,^ f h7t Ko>f V + ;'J-j^il,*' 

— >K ^ v- ;W77^--K— -^r yj ;i/77 ;k f F^/'J;^;^' 

/u % <t \ y*sv V—foijA,#=-n,^ \£<7*/i) — )vtj jv, £9 '_/•;>' - 
;u*;u**^;K y; - n,* ;u*'^ «fc >/'/'J ;ut7 ;u t*m%m 

v 77 ;K n- 7* h * v 77 ;U /K ^77h + y* /K see- "T h 4- > 

* ;b )U x ten- 7 h + v 77 ;i/ * ;.=. ;b & «£ > )l it * -> 77 )l< )V & t'<D W. 
itt L < Ji5H£iMi<7>C ,. s 7^3 + vt7^*'^;i^£ ; fcM.T)V* »; 7=-*>&£ 
li, tztk.\t^ * + \/>, y°a tf>; 7-*>;fc «t v^n tfi; t'> & 

^C,. 5 7;^'Jf>i?:;fi:^7;^;i/ftit^ tzbsM, *+)\,** s 
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ti5M£iftJKO C M T>i> *, fi«T^4r^x^*-^3fet li, tzt^tfs 

jk n-'/'f-A'**'* — >K ^vrf)V^^*x;K sec-^f i^^-t 

■7;w*cM?->K ?on>fiK ynt>f^ H nn * h'J7i^o 
t°(DT < ;-C ,. 5 r n< * ;u 2fe ; 1£« 7^n^y*^ **- T ;u * A-g fc li , 

atttT* z&fcti, tz tails mnnmKT i stsxttt&tonztftT i smn 

--OK T -tf-f- v > — 1 — 'OK tfn «;->'>- 1 ->OK fcfn>j>-i->OK 
en-;b- 1 --OK ytKDf'Jy>-l-^K ^'Jv'A vHKnr-b* 
^ ! _>f j: t: Knr-tffcf > - 1 - 4 A-fc fc'coS^lSF^ 1 
*t&*Q* fcli*te*Q«>#«l55:3- 7 I<0««7 < 4 5 ^V-iU - i - -ok 
^f^7'Jy>-l-^K * S f'/'J >- 1 tf^V'J v>- 1 ;K 


WO 96/26921 


7 


PCT/JP96/00499 


'J S V > - 1 - 4 )V , tKD^?y'>-i--f J:^*^ k'^v > - l 

- >f ^MHR^ 2 t fcii^fSWOJIUtjS 3-7 flOiS^T 
^ J & I l,2,4-h'J7V*-^-l->f;K l,2,3-F i ;7 , /-^-l->f/K 
1,2-vt Ko-l,2,4-F')7y>-l-^ J: rj^;u tKn-S-h'J 

- 7 M«0SM*7 ^i;t+t7'Jy>-3-^k 'fvt+t V »J v > - 2 - 
>f>K l,3-t^t'/'J ->'>-3->r;K f7 , / , Jv>- l — , 

s^tm, 2,4 -t7y'7'/'j >- 2 -^^^-oiiif «t 

3 - 7 Oil^T 5 y & ; <{ v > K 'J > - 2 - ;u „ > K 'J > - 1 - ^ ;b , 
1 H->f >* r V-/u- l ->f ;k >- 7 - -f ;u£.fc V-r F7t Kn + yg > 

- 1 ->f >UfcfOfi&*DSfcli^f&*Q<0 2 - 3SR14oai^T f^'lo- T 
-f*fc?n [2,4] ^-/?>-5-l';K 2,8 - v'T-f tfv? n [4.3.0] y 
>-8->OK 3-T-flfv^n [3.1.0] ^*c*t > - 3 - 4 >K 2 
5,8-v7ffy^n [4.3.0] y^>-8-^>K 2,8-/7fXt'n [4, 
4] ^^">-2 -'f ^i3«ty f 7-T-*ft*v^n [ 2 . 2 . 1 ] 9 > - 7 - 4 )l> £ 
k'cnx tzli^^:<D^mitzli^mn(D5 -12 fi<7)IR^TS /S^ ; 
7^ + ^7; y^tli, tztsLH. ^7^ xfjl^y 5 y, -fuM)V7 \ 

^•>^7 ^ y^i^yf ;uxf iur < y &h*tf>^y i/:iiy-c ,. 10 t;u^^t ~ 
y&£ ; i&tikr )vr ^ ystii, tztx.ll, yf;i^7< y, xf^7 = y , 

7nf^7< A y^f;l'7;y > x f ;V7 5 / i t>' y f ;1/Xf ;i/ 7 ^ y ^ 
t'0^yi/:liy-C ,,7/^^7; 7 g£ ; f&$T;u=7* W 5 7 
£x.l£* y h + y^f ^ y i5i V a. h * v >f ^ 7 C ,,7^3 + y^/l 

£ ; Q&MlT )\> *)VT l / f£!5T ;p * £ ii , yf^7;yyf^, 
^7<yxf;K xf^7^yyf ;k y f ;U7 ^ y t°d t: ;u % -fu\£)vr 

= ya.f-;K •>'yf;l'7;^f^ yXf*7;y^f;K yifjl/7;;x 
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c ,,7;^;H5: ; r';-ju*#^*ti±, /lUif, 7x y * vis* h 

>; ^iCfxb^^'J A-&t*<7)C ^T^^r^t + yt+'tJ-'J A^£ ; 7)^^-> 

yj/i, - hoi, 7->'Ki, «Rsn-Cv»Tt> J:t»*n,.-je^f->^*, 
tLtv>tUv»l;Kn + -/;H, f£H£ ftTv>T t <t v>T ^ y f£f££ftTi> 

7;^^->*;i,rifx^i, 7->;H, #a-/n*^a^ n T'J-a^ x >?nr;u 

*A-£, f&ftTA/^A^ 7^7;^^ i&®lT)U* 'j T-'>^ ^*^h 

fear ;u n vfM T a-* A-g, ffcii $iitv^U^t Kn + v-f&Sftr a-* ;u 
^S*iTv>T <tv>T = yfefST A^A-g, M7;V3^y*;^'z;Hg: 

*&T;l^A^ ^£ftTVMT t «tV^#cT ^ y*, ^II?^LTV^-C<> ivM&if* 
7;^;V7 \&®.T)l^*i"< tFn + yO/S, £ ft T 

wtt «t^fg:«RT^^;uT 5 yf&aT^^;u*i=«l:^l^?ljt*^{f^ft, ^ 
ft^-ttW±Og&^-Cg&£ftT^T*> ct^ c 

+ ■> )imZ^-r2>t%£, ^ft<bO^£i^ft]C0^1I^-r^!I?ftTV^T t <fc^o 

tli, ii^t: Ko* i« ^mn&m&t LTllfflLIISt^tOi^^, /• t A 

D^^>->';^ + y*'l' .-K— A> , 4 — y h + '/ / <>*/A'**>'*A' sK— A- , 3,4 
- v y F4-/^/y)K^y* A* A* , y h 4r > * A> A* , xfJfy*^ 
xwK teit-7* h 1.1 - y'^f ;^D-f+y*;^'-;K <( V 7 

n v * A/**- A- , <f V -Tf-ZU * * v # A- y7i^)M^y*^ 
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— >K 2,2,2-h^nDxh+v*;b*'->i,, 2 , 2 , 2 — h 'J 7o^x h # -> 

2- (h'J^fJl'y'J/I/) x^vA;^*-]^ 2- (7xiJ^ 
;i,*xwu) xKv*^f-)l', 2- ( h 'J 7 i — /l^X.-fcx::*-) .xl»3r«>#ji, 

;K 4-ih^'/-l-t7f^t^v'*;l/-t-;K 8 y 'J v# 

— ;k T-fe-f-iu, * ;u 5 ;k ?D07tf)K ->^DD7-tfiK h'j^nnr 
•tf ^, MJ7^to7^f)K n + ->7-tf;K 7xM-/7-tf;K k?/< 
n>f ;wj3J:l>'^> v^i^i:'<7)7viH ; y^;K tert-:/-^^ 2,2,2 - 

? noif^iof 2 - h >; to*--? n,* ¥<d&mt n> * )i>m ; T'J ;u 

tt&r>fe.1BkTA''r — fo&\ ^> v>K P -y h*v^>->*;K 3,4 -V* 

tKo7'))K t- h 7 k: K n tf 7 - ;ui> «fc tf-r f7t Kof-tt^-^t-i:^^ 

3rvy-^;K 2-n^rvxl> + vyf)K 2,2,2-Fnnnx^y^f;^ 
2- (h'j^f ;k>'J^) xh+v^f fl,fej:Ofi-xb^«>xf^i^ftift 

'J^f^v'J JK h ')xf ;k>iJ;K h V "T V 7" n kf ;u -> > J ;u , yxf ;K 7 7° 
o k: -> V ;k ten- 7*^- ;u v ^ -f- )V -> 'j ;k ten- -f-f- )V ~j 7 * — ;u > >; ;u % 7 a. 

if ?is * j.^-> 7xxA/-> >j f<7)fi}ft-> 'J ;u 

r ^ y, 7;^^7 5 7 , \&1®lT )v*c)\>t 5 y, r;u=7#v >vr ^ ; , 

7^ + Jl/7>^*x^7 5/ > 7 5-/V, 7*T-vV, * ;U/n'^B >f «£ O'f&jfS T 
^ + ^7; yfi»T;u4r^a6o«|II6i: LTIi, iiUTT 5 y immt LTfffl L 
fl-St^TOS^^*, fcfcAlf, h>J^DnxF#y*>kfx;i,, h'J7*o^- 
J- h + ^>->';Pt + y*^*'x;K p-x: h d^<> v ;u ^ -> # )V 

X—jv^ o-7o^^>->'^t + y*;Wfx;K (^/-, h 'J -) ?n 

07-tf Jk l«V7^tD7tf 7xxi7-tfiK 7-tf-^, 
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is ? ? > ij tert-T < /U:*^ i, ij )V # — )V , ten-T 

Y^-i/ii frtf— jp, p-^ h + v v ^ 1 4 ■> * ^ * - , 3,4 -v^ h*->^ 
>y'Jl't + y*;i'*'-;K 4- (7x^^77) ^ > v )V * * v * ;U ;K 2 
-7JI/7')j^^->*^ >K ->'7x;;m F^y*jv ;k 1 , 1 - v ^ f- 

^■>*;^f-^ii'07y«'i ; ^>v/K y7x^;b^f 'J-f-zufr 
i:'07^-ill7;^^i ; 2 h n7i-;uf-*i3j:0 f 2.4 - v - hD7x 
fcV>T «; ; ^ * > x;u*^/k > J: p 

io -h^x>x;i/^-^i i:*<7) 7^*>-t L<li7l/->-^;^>-;i'l; N,N 

^/y'Jf>, 2-tKo^fy^>yiJf>, 2-tFn^y-5-^nn^> 
•>' , Jf>i5J:t;2 - Ko + y- l - -j- 7 + )\, * * V y £ t*<DT )i> -m&T)i * 
-f ; 3 - t: h*D^fy-4-t: , iy;Mfl/>i: ^O^g^ll^^T >W * 

15 'Jf>|;y^DA#yijf>, 2-iKy*)P*-;k>?OA+->i)f>, 
2-i^y*)l'-f;)k>?o^>f-'Jf> 1 2-7-tf;Vy^UA^->ijf> 
is J:£>* 3, 3 - V * 5 V v * o^,^ v •; f^^"-> ?D7)^'Jf> 

S ; •>* 7 j. - JU * * * 'J A-;B «£ yfy^ > v ;u * X* l )^iff)y7 , )-)l'-t L 
< <i v7^-fMT;u*;u-*x* u ; 5 2-t + v- 2H-l, 

20 3-v**v-;u- 4 ->f ^o£»*«*S(t^TJi/*fl>3£#D f i; h 

»; ^f;k>U fr%£<?>i&MT fr&%t?i> t Wf bti&o Sfcu, * 

A/, n-7*n fcfjK iso-yn fcfJK 1 , 1 -yVf;V7"D k:;K n-r-?-;Ufc «fc tftert 
25 -T^Ufc fc'OffiJftTJUrfl'* ; 7x-i^ifft7fJ^; t*V)T - \ ^< 
>V7K y'7x-JMf ;K h'J^K p--^A>ylK p- ^ h+y^>y 

fr&X&Vx ( p -n + v7x-;b) ^f)^;t^7^-fiS7J^;H;7^ 
>f Jl/^f-^jsJ:^ p-^ 9 yx;l/*-J^>vM ^>f;^j: fc , 07y^-ft«7 
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to*to& ; 2-f F7tKn \dy -toU XXf 2 -fh7t Ko77-;^;^^ 
ft$£X3t3;&; 2,2,2 - h 'J ^nnxf ^^ifco/\oy y fg;|ft T ^ ;u 3£ ; 2 

- (f , ;>f^y , JJl') ^tote t*(Di&mr to*to~> 'J ;U7 ; r-t h * 

5 +)i/*;w^;^+v7)^)H ; "7* toj = K-rff-JUs J: tfx ? -> > ^ < k * 

^ fc* CO iff - f£jj® 7;^;H; y^DA+y;l,^^->^D7^ 

tote t*<DT to -i&mr to =i * i/m&T tomtom ; M-f-to-f-t y ^-to&£xf2 - y 
io TtoT*^totct:<7)i&mTto*rtoj-*i&®LTto*rto&; y to* 

t*<DTV-toj-*\gMTto*cto&\ l,l-y7f)l^-2-7'D^i < 3 - y 

to- 3 -r^xwus iC^T 'J tote t~<Di&®LT to to m&Vlz h 'J y ^;u-> 

h 'j^-T^v 'j >K h 'M V7°o bf;Pv yxf iKvynt'^y'] ^, ten 

— *to ; y 'J ;K ten-7*f;l/y7xx;i'y'J;i/ > y7x-;Mf;k/'J 
15 «t V 1 ten- -7* to * ^y7x-^y'J^i tOf^ •> V irrt^lf h 

[1] (Dikcj^dCoiiLb LT(i, ii^ai^tiTv^T ^ fcoiaSiS 

gfc, p - |-^xyx;^>t, v^-u>x;u^>^iDj:LK-f7^ u > *to*>f& 
tet*cr)Xto*>&t<7)i&j)\ ifz, m®Lmz£Ui 2>i&t LT ii, ^txtf, 7" h 
'J -7 A is «£ t/77 'J *7 i+te £'<T)Ttoij >)£mt<7)i& ; *;p>"7 u& X V-??* > ^ 
25 2*tet°<DTtoij ±m&mt<DiM. ; T^^E-^ik ; h 'J>f /, 

MJj2l^^t^>, HJ7f (I'T;/, tf 'jv^, N,N-y^f ;i'7-'j > , N 

-y -f-;i/t 0 ^'; «>*>•, n- ^ -f-to^to* 'J yxf;i,7^, vvy-o^v 

1 -X-7ii" < >jo jLlfN.W-is'O-y'toJL^-UsiST 5 >"C0^M*^T 
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io 7;ut;u*;K> L< (±^iS^«r : Zii, ttJtW?-, 

is /<-=e-f jk 7;KiV75nUii7->^75 /it^^ft^WJ L < > R : 

itzlZ\Z=-\»> : &*7fi-$-c ) T$*)$*i4l&-C*0, R 'iS-t^R *f>m — ttzl± 

20 *^->^iU<li^D^>iK*if ?^v^t«tv>7i^;i'lT**.5ft^ 

L < , R +fr±tz\±7 5 R 2 ^"— ^it-Z-R 5 

<R 5 Ji, ^oy>(E?tl}|?tiT^t{. «tv>fc: 'J y;^/:li7i^;ui^ ; Z 

25 T-B&£ftTv>&7rt^>i^T"&£fb£-W i "£ <bt;— Jf L^„ 

. 2 - (2,4-i/7Jl'tn7iMv) -4--^f^ft-4--fn-l,l' 
• 2 - (2,4->'7J^D7xy+v) - 4'-^f^X^7^-^-4--fo 
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-1,1'- t'7x-)^ 

• 2- (2,4->'7^tD7x;+-» - 4'->f ;^^7 h n 
-1,1'— kT 7i-^ 

• 4-7 >u *n-4' - 2- 7^7* v -1,1'- If 

• 4 -T-t-^^- 2 - (2,4->7J^D7xMy) - 4 '- ^ )V 

-1,1'- tf 7i-;u 

• 2- (2,4->'7^tn7x;#-» -4'->f ^X;V*-^-4 - — h n - 
10 l,r-k'7x-f 

• 2 - (2,4-/7^tD7x;+-» -4'->f )bx;kt-^-5-- f- d- 
1 , 1 '- bf 

• 2 - (2,4-/7)^07xM-» - 4 '-^-7-^X^*-^ - 5 - h U 7;u 

tD^fJlz-Kl'-t^x^^ 

15 • 2 - (2,4-v7J^D7x;+y) - 5 - ^ f ^- 4 ^ f ;U - 

1 , 1 ' - tf -7 i — >u 

• 4"->f ;i/X^*-^-4- - Fn-2-Xf U ^-l,r-t"7x-^ 

• 4'->f ;L-x;i/-tz;i/-4 - ^ Fn-2-7xyJrv- l, r-t'7x^.JL- 

• 4 - * ;U>^ -f )\> - 2 - (2,4-y7J^D7xy+v) - 4'-^f 
20 — ;i> - 1 , l • - kf 7 jl — ;u 

• 2- (2,4-/7J^D7x;^y) - 5- ( fl -tKo#y^;xf-jb 
) - 4 '- > f ;u^^;u- 1 , 1 '- tf"7 .x^ ;W 

• 5-y77-2 - (2,4-v7H07xMv) - 4 '- ^ )V 7s )V* — ;u - 

i,r-t'7x-i 

25 • 5-7^7-2 - (2,4-->'7;i/tn7xy + y) - 4'->f ^X^-t-^- 
4--hn-l,l'-lf7i-^ 

•2- (2,4 - v7)^07xMy) -5- { 2 - ^ h * ~> ij )l ^^"r — 

• 2 - (2,4-/7^D7x;*y) - 5 - -X h 'J ^ 7 5 ^ - 4 ' - > -f" 71/ 
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7s — )V - 1 . 1 M I x — )l> 

• 5-vTy-2- (2,4->'7^tn7xy + v) - 4 , -^f)^^7-fz;i, 
-l,l'-t'7x^)b 

• 2 - (2,4-y'7;^D7iy+y) - 4' '- * ;1/X;b7 -c — ;u- 4 - ij -7 

• 2 - (2,4-v'7J^D7iy^v) - 4'-^f L ^X^^-;b-5 - (f ^ 

5 - ;u) - l,r-t'7x-^ 

• 2 - (4-bKD^y7xy + -» - 4'-^f J^;kt^^-5- - fn- 1, 

10 • 2- (2,4-y'7^t07x7 + y) - 5-7^tn-4'-^f ^x;!,^-^ 
-l,l'-t'7xz)l/ 

• 2- (2,4->'7;^D7x; + y) -4'-^f;ux^-t-;t,- 5- (2-^ 

• 4 - (2 - (4-^^;UX^^^;U7jh^i;1-) -4--hD7x;+y) 

15 

• 2 - (2,4-y7)^D7x;+y) -5-k Ko + y-4'-^f)^/ht- 
^ - 1 , 1 ' - fcf 7 x — ;u 

• 2- (2,4-y7^tn7xMy) - 4 - > 4 *- > fil/X 
1 , 1 ' - tf 7 x — )l 

20 • 4- (2- (4->f)^)^-;b7x^)H -4--FD7xy+y) 

• 4 - k Kn*v-4'-y^;u*;u*^>i,-2-7x/^v-l,i'-kf7xJ=. 

• 2- (2,4-y7^tn7x;+y) -4- ( M ^ 'J > - 1 - >f ;u) 
25 — - 4 > -^^7. — l,r-t'7xz^ 

• 2- (2,4-y7i^D7x-;H - 4 "- ^ fJU^tv-Jl'- 5 - * ;W 

< / - 1 , 1 '- tf 7x — ;w 

• 5 -— h n- 4 •- * -3-)l7 ;u^-;u- 2 - [2- ( kf 'J v > - 3 - -f rtO .x-r 

- i,r-t'7x-)b 
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• 2 - (2,4-/7Ho7x^v) -4"->f ^X;i/.t-^-4 - — hn- 
l,l'-l:*7i-)i'-5-*^*'>i 

. 4'-^f ;^^*-^-5--hn-2- [2- (-f-T V— iU— 5 - -f flO -X- 
f-^] - 1 , 1 Vf — )\> 
5 • 2 - (2,4-v7^tn7x/+v) -4'-^f^x;i/*- ;u - 5 - ^ ;w X 
1,1'- t*7x-^ 

• 5-v7y-2 - (2,4-/7)l't07x^y) - 4 '- ^ f- X iU.-fc— - 
4- - hD-l,r-t'7x-i 

• 2- (2,4-/7Jl'tD7xMy) - 4 TiV7.)V*— ;u- 4 - (f t-7 
10 V— ;w-5-^^) fc^^-t^fl'- l, l'-if 7.x. — 

• 2 - (2,4-/7il't07xy^v) - 4"-^f^7>i-t-)l'-5-7;/X 
fl/*.zwu- 1,1'- tf 7 a. — ;U 

• 5-T^y-2 - (2,4-/7JKD7x/+-» - 4 '- — A>- 
4- — h □ — l.l'-t^xcjl 

15 • 4 , -^f-*^**-*-4 - [6-^^^-6- (f f>7 V*— )i> — 5 — 4 )i> 
) A^f A<t*'/] -2-7xMy-l,l-t'7xz^ 

• 2 - (4 - (2,4->'7;^D7xM-» - 3- (4-^f)^i^t>-^7x 

• 4 - (4 - (2,4-y7)^D7x;+y) - 3- (^f ;l/X^-t-i7x- 

20 n/) 7i-;u) 

• 5 - (4 - (2,4 — y'7il'tn7xMv) - 3- (^f;^^*-JHx^ 

• 1- (4 - (2,4->'7)^n7xy*v) - 3- (^f )^)V*-jnx- 
;u) 7^^-AO •>^07 , oa , >*;^VK 

25 • 1- (4 - (2,4-->'7)^D7xMv) -3 - (^f ;^il^*-^7x- 

• 1- (4 - (2,4--/7)^n7x;+y) - 3- ^-)V7s — ;V7 
;v) 7x^ AO n^s^r-»j->* A-tf^K 

. 2 - (4 - (2,4--/7^tD7x;+-» - 3- (4 A-7x. 
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•2- (2,4->'7HD7x; + y) -5- (2- **)VX)\,*=.)\,3-+)\,) 
- 4'- Jf-Jl'Zs)]/* — JU- 1, 1 '-tf-7i^;l/ 

• 5-PJ7itn^f^-4'-^ffX^-t-^-2-7x;+v-i,r- 
fc* 7 jh — ;p 

1 '- fcf 7x^;i, 

• 5-VT7-2- (4-7I^D7iM-» -4'-^f;^;^-^-i, 

r-t'7xzi 

• 5-y7y-4'->f^X^7^-^-2-7xy + ->-l,]'-f 7x -^ 

• 4'->f^X^*^^-5--fD-2 - (2 - t: M -^t + v) - i , i - - 
b'7x^Jb 

• 5 - v 7 y - 2 - ■> ^ n a^- •> ;i, t + v - 4 ' - > f ^7 - - 1 , 1 '- f 
7i-)b 

• 4'-7;;x^t-)V-2- (2,4-/7^07xM-» _ 5 _^ hn _ 
1 , 1 ' - t* -7 i — )V 

• 4"-7;/X)^-^-2 - (2,4-/7;^07xM-» -4--hn- 

1 . 1 ' - \£ ~? JL — }\, 

• 4'-7;/^;i/*-^-2- (2,4-y7;^D7xM-» - 5 - h >; 7 ;u 

tD^f^-lJ'-t^x-^ 

■ 4'-7;yx;kt-^-2-y^nA+->;^4v-5-h'J7^tD^f^ 
- 1 , 1 ' - if y i - ;u 

• 4-7; y * ;U * ^ ;b - 5 - h 'j7)btn^f ^-2-7x;+->- 1.1*- 
\£y j- — )i< 

• 4'-7;yx;^^)y-5->7y-2-7xy+v-l,r-t:7xZ)V 

• 4 *-T < y 5 -*>7V - 2 - (2,4-/7^tD7x;Jf-» - 

i,r-t'7x^^ 

• 2 - (3 - (4-7;7Xf-t-^7x^i) -4 - (2,4-/7itD7x 

y*v) wm 
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• 4- (3- (4 -75 J 7>)U* — )V7 x. — )V) -4- (2,4-y7^tD7i 
7*v) 7x;^) 

• 1- (3- (4-75y^;^r^7x-4/) - 4- (2,4 - v'7;i,tn7i 
7*v) 7i-)H v^D7"o;0*;kf>K 

• 1- (3- (4-7;^;^^jb7x-jP) -4- (2,4-y'7^tn7i 

• 1- (3 - (4-7^y7;kt-^7x^^) -4 - (2,4->'7;^D7i 
7*v) 7i-JH D7D;0*^#>Rxf^ 

• 2- (4- (4-7<yx^iJl/7xiM -3- (2,4->'7HD7x 

• 5->7/-2- ( 3 — Ko^y->^DA+v^t + v) - 4 * - 7 + )V X A, 

A/- 1,1'- t'7xz^ 

• 4'-7< 77;^-^-5-y7;-2- (3 - t KD^yy^D^y;^ 

-1,1'- t'7x;^ 

• 5-y7/-2- (4->f^7xMy) -4 , ->f^X^t-fl'-l,r 

- tf ~7 jc — ;u 

• 4'-7;;X)^;^-5-y7;-2- (4-^^7x/ + -» -1,1" 

- if 7 jl — ;u 

■ 5-y7y-4->f^7;^z^-2 - (2-t + 7->?n^/f 
^-l,l'-t'7x-^ 

• 5-v77-2- (2-if^-3-i + 77fi) -4'->f;PX^ + -Ji, 

- 1 , 1 '- \£ 

• 5-/77-2- (2-if^-3-t + 77f-^) - 4 7 f;^ 

^ - 1 , 1 ' - If 7 JL X. )l 

• 5- v 77-2 - (2 -x.^;u- 3-b Fn + ->7f ;i) -4'-^f;bX;^ 

- A/ - 1 , 1 ' - If 7 i — A/ 

• 2- (2-7 h+y-4- (4 -^f J^;kt^^7x-;H - 5-7x/ + 
■>7x^)H gfcg£ 

• 3- (1- (3- (4 - i7;kt-^7x-^) -4 -7xy^y) 7x 
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• 1- (3- (4->f-'^^-^7i-^) -4-7x/^v7x^f ^) 
•4 — (3- (4 - ;l-t,j1/*-^7x-;1/) —4 - "7.x y^>-7x. — ju) - 

•4- (3- (4 - ;l/7Jl/*-^7x-;i/) -4-7x7^y7xZi) - 
4 -fc Kn*y *-^/H&» 

•4 - (3- (4-^fJ^H-^7x-JM -4 - (-7iy^v7i — 

io -4- (3- (4 - * f ;l/7 x — ;W -4 - "7 x. 7 + ->7x^)H - 

2 ->f-;HSK 

• 4 - (3- (4-^f*X^*-^7x-^) -4 - 7 x. / +>7x^)H > 

• 5-n Kn + v'f = y-4*-^-9 L ^x;b*^;u-2-7x.yJr->-i,i--b* 

15 7x-)b 

•5- (4-^f^t'^7vV-l-^H ^ 4 '- ^ ;u- 2 

-7x;+v- i,r-e7x-^ 

• 1 - ( 3 - (4 - >f ;VXJl/-t-^7 x-^) -4-7x;#y^/v^) - 

4 - kT-^'j v > * 

20 • 5-V7V-2 - (l-^f)b-2-t + 77'nii;^ + -» - 4 '- ;< >w X 

1 , 1 tfVx — )\s 

. 4 ' - 7 s y x - ^ - 5 - '/ 7 y - 2 - ( 1 - /U - 2 - V fcfju 
-1,1 '-t:'7x-i 

25 ;u- 1 , 1 kf7x.-;l/ 
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rst*, R\ R \ R y HXZ/R 4 (i, iitjs£L^£|ig$<7>j£Gfc£#U Bull, 7 

-*£5£ [la ] , [lb ] , [lc ] tSXV [2] <nit£®)<nikt Ltli, -fe 
5t [1] Ofk^»"T»^L^i:|B|*!loS*^*f^*L&o 
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[la] (Dit&tolt* tztx.l£. B-*<t¥&t&. »3^, % 520-526 H 
(1985 30 IBIRo^ii^f HJ: n'ftZ z\ ttfX'&Zo Mftmzii, tzbjLl** - 

ts&z [2] *>fk£-»&— «5S [3] *Mk£ttfcttii^**'<?y*AEttfk£-*& 

n >j h\ /s^y* (?no) tf* (h'j7x-;^^7'f>) /<9 v^AflDiJ «t 
»<7 y^AODftfc'^Jf^it&o tt«<o«ffll:Ji^ [2] <r>it&® 

IC^LT, o.ooi- 1 ffif*;wT*tLif J: < > ftf i L < ti, 0.01-0.05 

«(l>*itf!ft KIKSg^tifcv^ tzt Jills ^>-tf>> Hu^iJi^vP/^J:" 

; - jv-tj; t<r>T )v u - ivm ; S^^^^^^^t 1 ^^ ; n.n- v^-f-^ 
tfmfhiis ztib<ni%m*-&itzii-m&±m&LTiZmLX i> £y,* 0 z\<n 

Rl&li, 40rtf»<b»fiET\ ft?* L < tf\ 70-120t:T", 30 #-72 B#^. 4f 

$L<ti> 1 - 5B#KU HSfei-*i(f«t v> 0 

[la] Ofb^li, tzt Z.lZs f FvaKO/^-X, §fJ28^, 
» 5093-5096 W (1987 50 IZtm^m^ t*lZ X o T (> f#£ ^ t 7> ? T* £ & e Aft 
ft lill, tztx.i£. [2] <0fb#%i:-«:5t [4] cofk#«7 

ifc, R 2 ^X-7-'J ;ugg-C**-«Ljt [la] Ofk^ttli, -tfbt [2] 0^b^% 

cor 2 u«-s-r*»* f *^ 5 ;H£-c**fk£-*&£— fits*; [4] ofk^»tra«t-R 

OV*t\ [la] Ofk^»OR MlttCfc-t**^ S ^mZIS&lZl »K 
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)V (?nn) ifx (h')7x-^*^7^) A°7>'>A(ii)i5j:D i -»N , 7>^ 

A(n)&^^tf<b*i£ 0 ftfe&co^ffiiii, -fe^ [2] ofb^tritLT, o.ooi 
- 1 fetfrX'&iUf «t < , «fSL<ti, 0.01-0.05 fiF^ ;u-C**LifJ: v> e ^c7)j§; 

■T Y »J <> A * h * v K±J «fc ^'7- h 'Jnx^y K % t'<7> T )V ij >J T )V a 

ffi*Ofeffl*{i % -&5£ [2] Ofl^&KtfLT, 1 -\0fe*)lT$>tU££ < , 
«f * L < 2-4 f£^-C**Uirj:v» 0 dORfc-ettffl £ LTU , 

> , h ^ j. >fc J: * v V > & t'o^#5^fk^^ ; V * * > X V s r h <7 M 
Kn7 7>^ iTOi - -r ; ? n n * )V A £ J: OTt&ffc ^ ^ u > & r > 

ffc££fls*3fl£ ; s-fusx tfx- ? s - t*(DT )i ^ - >um ; N, N - •>* ^ 

i^o -lOJSCLWi, fltt\ 40t:^ibSitT, fif$L<l±, 70-I20t:T% 30^-72 
[1c] Oft^%ii, tztx.ll. B*ft^£i£, %3^r,W. 520-526 M (1985 

lafcO^&^t'Ct i)^:i:^f^ 0 |P<)i:ii, tztZtf* -test [2] 
^ft^l--*^ [5] Ofli^£J£j££-££;:£:i;«to-rf#£.r fc3ft*-C#4 0 

iL'^ffl $ ili / <7 ^ AEtSffc^tt t LTIi, tzttll, T F7^7 (MJ7i 
-HX7^» /\'7V7A(0), (F'J7x-/Wt^7 0) >*7> ? '7 A(II) 

?°'JK, ^>>^ (*nn) t*x (FiJ7i-*-t^7^) /<v v 

i«^*7 v^AdD^t'^tf <bn^o ««^feffl*ii, [2] ofk^ 

t/cWLt, o.ooi- i te-t^-c-* n if «fc < , tt$i<it y 0.01-0.05 fe*)\<x-i> 
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XfjL^J-)Vta^<DT)VZJ-)Vm ; g£gji^;wfc fcDx-XT^m ; N.N- 
;^t^A7; K^t'WT; K* ; fctf^ V * ^ * ^ * * v K h*<7) * ;U * * v 

doEasii, 4ot:^t>asi£T, <JH<ii, 7o-i2or-e, 3053— 72 iw, 

— [1c] COfb-&%(i. tztz.l£, f h7AFD>I/^-XM 28 115093 
-5096M (1987 30 i:E*o*S4 fi: J: ot t»4 I fc^* 4. JM£tfj(IUt, 
tzt7L\Z. -ti&Z [2] O^^Ji:-^ [6] f fc*» * RE- £ -£ * d K «fc o 

tfx (HJ7x^^t>77^» /<7y'7A(n)?n'JF, ^<>v^ (?oo) fcf 

htiho mm^mmmit, [2] 0.001- i^^t* 

*U£<t<> WiKli, 0.01-0.05 te^-cabtuiT.fcv^ coRSKtefflSft* 
frmti- h *) ^ ^ £ J: VTKtt^t* £<7>7kmtT ;u * «; ; 7" h 'J -7 a y h 

Ki3 J: JH" F'J 7Aif i r-> ¥<DT)l>1J 'J ^JgT^ 37- b JfetKC- h 'J 
[2] Offc^ttUttL-C, 1 -10 f&^-C-ifcfUfJ: < , 4fSL<ti, 2- 

tf* v U > 4 ir*>35r#&*Hfc** ivt^^^f F7kKD77>i^ 

x _ y- }vm ; ? o o * ;u a jo x xr&it **is>*t'<n>^¥> itvzitTkmm ; > 
4or35»p>astT, »u<i±> 7o-i2ot:T% 3o#-72b#ibk fcF*L<ii> 
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[lb] <Dit&®lt, tztZtf. -test [la] oft^^&ft-r^i: (; 

£&{[:3>JT* #URS;££ft&v>^ h 7 ;u * n jMfcSL i§g£ 

^^(i^-r^^^^^'J^A^t'^lfb^^o ^f^J^^fflfiii. [la] 
^fb#%(;^LT, 0.5-1.5^^T**ntf<i: < , 1&i L < li, 0.8-1.2 f&*;uT" 

{fcTk^HS ; > * y - fr& X t^J- ? y - ^ & f<0 T ;U n - ; ;u jfc £<7) 

SfiLT, IffJ L< (±, 0 -30T:-C\ 30^-24B#Fb^ L < (2, 30^- 2&fffln 
Sfc, -&5£ [1c] coft^ii, fcfcx.!*, -^jt [la] Sfcli [lb] 

m&t±. [la] Oft^CiifLT, 1.5- 5i£*^X*>tU££ < , »U < 

(±> 1.5-2.5 1£^^-C£>*Ui'et^o ^OS!£TM£ffl£ft£v&4£<>: SEdU 

fcli, J§18\ Or^f>a«LT, «F£L<ti. 0-30*CT\ 30#-24B#l«, fft£ L 
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— «I5$: [la] > [lb] i5J:tf [ic] <Mt&®lZt5 v>T, T^i, t Kn*v/W 

m L /jjlTcRJS. * * * -7(WoifO$E^^ f ote^RS, t ;w # Mb, r •> Mb , 

g.m^^t>*tz>z\t -ffeco-^^; [i] <r>it^®t tzi±*<?>i£izt$m-t 

^^t^T-i^o fflai, H H H mi3 J: [;*7A ? n-r h ^9 7 * -fc t*<ry%m 
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[2] 
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u z 2 ii, MB^t^+o ) -eafcs*.*** ; R ,b 

>f;K ^)V7Tt^K 7->^T;A **^n x T >l> 3 * -> * 'J >K T )V 
TU->K> L< Hfc**^** ; R 2e '^ i^?nt^ttJ:^7'J-^St ; 

y * ju >ui/ * — 7;K^^^'t-^t^->, y;i^;px;u 
^-;V7;;, 7'J-^t + y, v?oy;u*;K rt^'^'OK x^yr-t'f 

&3U£5t£* ; R ,e , R M . R". R 4t ^ r 4f io «t l^r 4f ii« m-itzum 

iot, TkfcSC^, v7;|, 7vKI, -hnafe, 

tUV^7JKJK TJWy-^, 7)^#V, y;U*;U^*, 7H/^^Xfl,7^ 

7H*7*7-f-fl', y;u*;ux;u*^>K y ^*-*r 5 
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mm&?-*frLxj&£--r2>$mmmmi%$:i> >i*->i<. t-j-j^ l<i±*s 

^&£;Xfi, Aoy>l^;Acli, T-t-^ ; M s (i, 
i"o J 

[2] ofk^Ji, tzbsUi* -£3; [i6] <7>it&to*T 4 

K*^^li7'J-iWN7^ K^^O/Nor>ffcifet, ia^^^^Ti/jJi^^ft 

>-t*>£ <h'7&^Jf^*L, ^O^fflMfi, [16] <Dit&®)lzniX 1 - 5 1$ 

mifbti* zivh<Dmmii, -mz fzn~m^±^LritmLx «u> 0 z.<n 

J. F * v J: * 'J *7 A ten- T h * > K & £*<7) T ] ) ±m T )i> =t * -> K ; 

>-4Sfb*-IP!«rir***iff>*i, tt!«E<Ol£JB*ti % [16] Ofbg-ftUi* L 

R 2 t5 ? 7^ V + ->-C*S— [2] Offc£&«rf#*C£:7& f T-#&o 

-test [2] <Dit&tolt* -feit [16] <7>it&toiTfrZ3-)i,^ F-j7x 
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77y*;i"f+vW-f^fflili, -&5t [16] Oit&W L , l-3f&* 

t>'*vU>fc^O^#^{b*§&!l ; is J: tf-r h 9 t KD79>4 fc* 

N,N- f;b*Jl/A7 ^ K^t'07< K» /U****-> K&f*>*JU 

K»* *f<b*i, Cl*L6<75?Sffl£«r-ttS7t{±i:ttW±7l^LTlfffl L 

io T*><fcv>o C£7)j§;C.li, iiHt, -20t:j&»<bSi£T\ 4?SL<li, -20-50r-c:\ 30 

— [16] co-fb^ii, tztsLlX. y't-t^-ty - vfO 
■r>T (J.Chem.Soc.Perkin I) , % 802-804 K (1977 ^) & fKffifi 

is Sfc, [2] ^fb£^tf\ JztlUX. -feit [17] Offc#-ttSr3EWKft 

20 ffimt&%oe>fem*ii>* [n] ofb^i-tt LT0.5- ste-t^-eafefufj: 

— [17] cofb£-%K*fLT 1 -50 fe*^X$>til£ ivv 

i>X^ 0 COESii, -20-50*CT\ 30 5^-24 B#K^SSi"tLli'«tV^ 

ori:, ftfcftfcffc^ti, *lb^ h 'J fc'o/Nn y>fby 

femZtiZ&mt Ltli, RlL.U3E»»«:at?$4rv»igjKT*tLtfi: < tiffin £ 


WO 96/26921 


29 


PCT/JP96/00499 


ti^^TbK tztZ.l£, tK, Bfc&> f F 7 k K n 7 7 >i i ^ t + 1 > ^ t^f 

30 7>- 24 B#WfSJfci-*Llf «fc V^ 0 

ifc, [2] <Dit&mit. [18] <3ffc#tt*tt3£<0#£TSfcli 

v>5& ? , feiilf, N.N- v> W>U7 ^ Kfc£*<7)TS Kjg ; ->Vf 

+ •> Kfc£*<£>*>u** v K3S ; r-t h > 4 t'^t h >3i ; ^ * j - jvaixjx. ? 

tz\t~mx±.m.^Lx^mLx <> z<r>KBizmmztiz&&tL"at* tz 

tz.l£, th'J -7^> h\ tf'J 7A1 h'&X&iJ l ) *7 A tert-^h 

+ ->Ki bWTfr ii } ) &mT)i> 3 * -> K ; jMtfb-J- MJ *7 A £ J: ^Sdft* 'J 

bxtfrnrbti, tnizmmtt. [is] wft^i^iti -31s*jut- 

*>tii££\,* 0 i^SSiiftffl^ti^T^D-^i, 7iy-^i3ic;f t7x 

/-^ii:LT!i, 2,4-y'7^tn7xy-iK 2,4-/7ito 

f-^7^y-;ui5«t t/x^ y - /ufc f a*a£jf hti, fofffliii, [is] 

htts nmoftmmii, [is] wft^t:*at o.oi-2f**/u-c*mf 

iv^ 0 zo&fkfi, &Ht, -20-i60t:T\ 30 5^-24 B#Rg$£Sfe1-ft(i"«U> 0 
— [18] (Dit&VMi. tztJUZ. *f - ¥*- + n, > - ir-if-v 9 ■ 

^5T.h'J- (J.Org.Chem.) , t&44#, ^ 1 1 ^\ $ 1784-1787 H (1979 $0 
£iztm<oJf&% t'iZ X •} Mill"* - * J T-§ *o 

— flfcjt [17] Oft [8] <7>1t&VBZm7ft2>ZtlZ£ l)f»« Z. 
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t&itT 2*% t'tmmzti, *<vmm%i±. [8] (Dit^^nmt 

-SI/:l±riJil±^LTffflLtUv'c -O&tkii, -20-i60"C-c\ 

30 #~24 B#KHJfei-tL{f J: V^ 0 

[8] Offc^ii, tztz.l$\ [7] (Dit&WlZTfrzi-JUm. 

•7^s-)\smztzii?-*7^s--)umt&m(7>if&T*>2>\,*iitt&T, mm<n 

ft&TZfzlttt&TlzKfcZ-tZZb IZ£ Z. ttfX* £ Z> 0 
mztizmmt ITU, JRl£t:3K»»«ra{?S4:v»»«E"e**Liirfc < KKJESft 

KfcfcV>*^**-> Km ; T-fc h >=i:i:-c07- h >m ; ^ 9 

9 ; -)vt £ t*<DT)i ^-)i<m ; 3 > & t'^tf <r *i^co*g$g(i, -*f 

t !i\ th'J7A^ h * v h\ th'JHx^y K£ «£ tf'* 'J ry 1* ten- "7 
^A&ir^y^T? 'J #jS^c^ft% ; fern* »J ^ A jo «fc I/m:^ f- F >; *7A&^C0T 

>)£m>k&%. ; *&fb^- h v «£ ^Tk&fb* >; *a & t'^mtr 

'J^^flf^ic [7] Ofb^U^LTl -3te 

t7x/-;i/f tLtli, tztz.l£* 2,4-v'7)^d7i;-;k 2,4--/7 
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m&z&mifhti. mmnmmxu. [7] ofta-wi^Lx 0.01-21$ 

^T2>*Ui«tv>o JloSSii, i§Ht, -20-l60t:T% 30 #-24 m fflZkfo'ttllf 
— [7] <Dik&%H±* s rt ^ • 77-7->a-f y ii n> • V 

5 (Chem.Pharm.Bull) , H40#, £ 9 "3\ 2399-2409 W (1992^) «r ^ 

— [n] of fc [n] <affc£^£&o#£Ti::fl&T-fc?-;Mt: 

z<DKfclzmmzti&&t LTli, tfffi&fcfofitBfc ; P - h 

*>K^i:'<7)tMWbti-&o ^Oteffl-gli, [11] Offc^ftUttL 

T0.1-50te^^T£>ftli" iv^ 0 .1 ilUt, 0 -150t:-e, 30 7>-24B#^ 

is -test [io] cofb^tjii, [9] (nit&®*, &m<nfttETitzitT-ft 

;u^n'J KfcfcW^tf <bft£o T-tf-A'ffcfflOttfflMJi, -&5t [9] nitS® 
tiifLt, 1 - 5f£^E ^T&ftli J: :oS$t:fffl Ztizmmt LTli, R 

K£ J: £>*N, N - ->* * f - to T -tr * S K T ^ K2£ ; * 9 J - ;Hs <fc ^ ? y - 

jvitoT ;u=? -/us ; «£ ^ r7tKn75>i twx-t & 

5 «>*> fcfc*tf>*r«T S >SS ; ^K* »J *AfcJ: V&tWLI- h'J^A4 

t*<OT;i/77 f^lf £>ft£c Jai*Offiffl*{i, [9] oft 

^CitU, 1 - 3l&^^T&*Ui:J:^o 
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— [11] (Dit&mu. —1S&: [io] o^tt*7'j-*h<;rf^f>i 

w^stDii, [ia] (Dit&®<7>$iiktmmzikftTnmL. ii^,4o-i6or 

[17] <7)it^U, [12] ^fb^^^O#^T$/j(i^^ft 

Ltii, ? > * ;u * > J: £f *• 'j >; fj&f^tf hftz> 0 
&<Ofem&li, [12] (Dit^lZHLX, 1 -l(K)^^^T-^tLj^«tu^ £ 

<b*x£ G .r^JSti, iilit, 0-l50t:T\ 30 5t-24B$mnfo-ftil££v^ 

[12] cofk^tt, tztz.ii, tr<U)i' • 7t-7vi-t^^. r 

(Chem.Pharm.Bull) , ^40^, H 9 H 2399 - 2409 H (1992 ^) & t* 
[17] *>ffc#ttii, [15] Ofk^ttt^ftTUKT-fc^^ft 

tzttix* **s*v&-ttmm (tzt*.ix* **;-)\,, 

^A'^^wniK^if^iiSo mm<ni%mmii. [15] oft-g- 
&K**LToj-5of&-*^-e**uf ,u* 0 z<7)Ki&it s mm* o-i5orr\ 305^ 

-24«FWHifci-illf j:v^ 0 
-*£5£ [15] Ofk£^i. [14] <^t^£ig&<0#£T£7L-U^#£ 

&%¥&mirbti2>o - h uitnwmmmu.* [14] oft^n^tri 
4^«ffl$ii, iiflr, o-i5orT\ io^-24B#F B m;&&i-ftt2'<u> 0 

-fe5t [14] Offc£»:i, -JtoS: [13] Offc£ft**»<a#£T£fcli*#:fi: 
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^im<v\£mM\±s [13] offc^!»u*#LT i -5«*^-c*nidrj:i» 0 
^K^^t'^tfbnso ts^^fflsti, [i3] ofb^ciati - 

N-v^^iUT-tr^ $ Kfcfor ^ k» ; y * y - >H3 J: tf-i. * y - r 
;p zj — )V*& ; v * * -4- > is «fc D-'-r F7t Kn77/^ f <7)a. - -f /u*i ; f- 

[13] Ofb^ii, tztz.LZ\ W2 -268-^(zI£«co^ife5rf{;j: t> 
-&5t [2] fcJ:tf [7] - [18] <Dit&m<nj&t LTIi, [1] Ofk 

[2] isjiyf [7] - [18] ofk^»i^(i-f-nf,<7>4aui5v»T, m$ 

ft: ft^fltSft, ^JlteftfcJitrSgateftfcfc*) 

[2] [7] - [18] <0<t^i^(i-?-nt>Oil(Ziiv»T, T ^ 

-<0«fc -9 (I LXftbtitz—1&&: [2] [7] - [18] <Dit&to*tzU* 
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Id, T/U*Mfc* TvMt, 7; Kffc, * >Mfc, Sift* -hUW;-/ 

j: or, ifcti, ^mb^ita^witiuot, ffeo-^ [2] & 
[7] - [18] <affc^%$fcii**>*£i::s$*i-* w ttf~e&2> 0 ttz. mth. 

rt ? r££o 

fc*«r*£, irMAutt Ltii, iBl/:^ ft o.o5- iooomg/kg esr-, ma 
itzuminm^ {tztsLix. mm. &mzfzimmM>&^<r>&5.%t') c«t 
»), i i$ fciia@u#«Lr*a:-5-i-*uj: 

20 f*S£#J 1 COX-liJ:I>'2<7) iSHWJ m <0 «iJ5e 

COX- *>'ffiSK ^DV-i. (ih'7/fVU v -ttR) , cox- 

COX- 1 ?S1l<7)ffllJ^f^(i, -/n* •>-- (Procaccini) b<D-ft& ['Ut^r I ij 
25 • 7r-T3nv- (Biochem. Pharmacol.) , £ 26 H 1051-1057 M (1977 
*£) ] U*i:r^f«:-9o *&«J£ 100 ^ g/ml CO H 7 v*JfgJ]& 5 V- 

5mMit^7'J>, 5 mM SOU * * * > £ £ tr 50mM h 'J XMffjtfc (pH8.0) 
0.5ml v ^f^X;ht#v K £ -fr^tt«ffc#J» (*»?*J£ 1 ttzti 100 
^ g/ml) ^rJjDX.^^, 37t;r\ 2 frHlffl&fiSrfr & -? c 0.04 ft Ci[l- ,4 C]T 7 * K 
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^(7v>t« lOnmol Ty* K>K*iSSftlL (*»iftJ$ 20 ^ M) , 

COX- 2 *£1£C9ffl!l5£&ftJ:JU 5 jc fl, (Mitchell) <b [-/o v - -f' 4 > yx • 

- f • t-> a • 7*f< - • tr • t^x>->-x • •/ • at^f 7 k • 

Xf-X- t7'7^'J* (Proc.Natl. Acad. Sci. USA) , ^90#, 111 1693-1 1697 
W (1993 30 ] tzmCTft i"*#3*>, «*^iftJt5^ g/ml (lOJIMj/jml) <7> 

7y)feIS^COX-2» n B , 5mM^^^-7'J>. SmM^^f^/, l^M 
^-r^^'Sr^-tf 50mM h U Ts&mWL (pH8.0) 0.5ml tC, V* + )V X > KC 

i£ft¥$-£*:i£I*ffc^% ifcli 100 ^ g/ml) *Jdx./j«, 3lVX\ 2 

frfflM&mZfttt: 0.04 ^ Ci[l- IJ C]7 7^rK>K (77vtAtt8) £ # 
3.3nmol 7^* K>&£»L (fMl6.6^ M) , 37*CT% 4 55-WRId$^4 0 

cox tS14o«0S£(±, Wt/ht&o^ffi - 77-730-;- 

(Biochem.Pharmacol.) , f§ 25 H 937-941 S (1976 30 J Uifc £ T=ff & o 
1"fc:b*>, StDffiUn-^*-9->/'ftKi^^ (2 : 1) ?)?j^i£2 ml *1jQz., 

&fti2®&t),&LtzHts&Wl~x-9 s-n> 1 ml £ira*,«#L/.:8LaM>l-J:o 
Tt#^n^±-it^rM?r^i*v >^ U- -> 3 >*>7>^-ffl/W7JH:^L, PGE, 
5^®i:i-^oIlIJJXL/jW«I^^T7+ K>^®t U*<7> 1 ml £ v > ?- - 

-> a >^-1/M7ju:W5o -f-*i-?*i.^)^iioikttfSti > 

£3-trn> h D-;K;iti-^^ft^i; < t^^$^fg;T^, COX fgttffiJHHjsg 

«1 


Jfeffil No. COX-l #PftlJi£ COX-2 


6 


7 


WO 96/26921 36 PCT/JP96/00499 

9 - +++ 

10(1) - +++ 

10(3) - +++ 

10(6) - ++ 

5 10(7) - ++ 

10(9) - ++ 

10(13) - +++ 

10(14) - +++ 

10(15) - +++ 

10 10(18) - +++ 

10(20) - +++ 

10(22) - +++ 

11 ++ 

12(4) - +++ 

15 13 - ++ 

22 - +++ 

25 - ++ 

26 - +++ 

27 - ++ 
20 29 - +++ 

31 - +++ 

34 -* +++* 

35(1) -* +++* 

35(3) -* +++* 

25 35(6) -* +++* 

36 - + 

37(1) - +++ 

37(3) - +++ 

37(5) - ++ 
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37(6) 


+ + 

37(7) 

- 

+++ 

37(8) 

- 

+++ 

37(11) 

- 

+++ 

37(12) 

- 

++ + 

37(13) 

- 

+ + 

37(17) 

_ 

+ + 

37(19) 


+++ 

37(21) 

- 

+ + 

41 

-* 

+++* 

42 

- 

+++ 

44 

- 

+ + 

46(2) 


+++ 

46(4) 

- 

+++ 

46(7) 

-* 

++* 

46(8) 

- 

+++ 

46(11) 

- 

+ + 

46(20) 

_* 

+++* 

46(22) 

_ 

+ + 

46(23) 

- 

+ + 

52 

_ 

+ + + 

61 

-* 

++* 

62 


+++ 

64 


+++ 

70 


+ + 

78 


+ + 


&it&%d<7)mmmz. - [m&mo-25%*m) ,+ 25-50%*^) .++ (mm 
m 50-75%*}®) .+++ (iias^ 75-100%) -c^i- 0 *epii x flt^Jti ^ 
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g/ml T-<£>*g;££^1-o 

T v a. /< > h m m&WM ftm it. T ju y i- << X v -r ;u . -7 * >v -> a > ^ 
(Arzneimittel-Forschung) , 3M2(II)#, f£ 7 -*K 935-944 MKlEtt*>2fi£Ui(l £ T 

* -f **--fl"f *3US149 v h (#* 190-230g) £lf£5EfgfflU T->*a 
Y t LX : MW)^y 7 4 > (Mycobacterium tuberculosis) <T)&MMM £ 

6 mg/ml<Dm&X'm&Z-£t2i><Di:ft.mL, JHfig&j£l*ltl 0.1ml ifetfLfco 7ya 
^> 14 BBUWftKMKSflttlJ: •jpfl'ttL (Day 14) > 1B1@I« 

4 BIBh tfc&ffc^ £ 0. 5 %(W/V) ^f;H:^n-x vfo§??£ H f&M O £ 1 

ml/lOOg MO#J^PS4L^o ft&&#OKB (Dayl8) tlj9a^JKttlR$fil 

fflJWJ^ (%) = (1- (S#»ODayl8 <7)??tt^/S#»^ Dayl4 <7>i?K?£) / 
(i^.^CO Dayl8 ^>^®$/itHS.po Dayl4 ^f^M^) ) X 100 

^2 Ty'a/O hm&Wmtm (ffl»10mg/kg) 


mm no. 


1 

30 

7 

41 

8(2) 

39 

8(3) 

37 

8(4) 

45* 

9 

25 

10(11) 

22 

10(13) 

27 

10(14) 

38 

10(22) 

46 
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34 

35 

35(1) 

39 

35(2) 

62* 

35(3) 

38 

35(4) 

57 

35(5) 

52* 

35(7) 

57 

36 

44 

37(3) 

34 

37(6) 

42 

37(8) 

48 

37(9) 

46 

37(10) 

56 

37(11) 

47 

37(19) 

22 

46(2) 

30 

46(19) 

25 

88 

50 


* :±, Ml mg/kgTiliJ^L/Jo 

1 » 7 - 8 E*>* * X 9 -^y&ttv -y h (#m 180-230g) Srfgffl L, 24 B#W 
(7ki2g&UJ£^£-££) 0.5%(WA^)^^^-t^n-X7K^i^(3)^jS$-^ 
fcttifcfl^Wfcl ml/100g^m^flJ^T^n^L/Jo #fi^#ft*TU24B#HIfta 

L£f£, JUiKQ^J: ^TE*-^, E£«lfiU 1 %(V/V)^iuvj 30 
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m 3 i%mm%\m 


HifcffllNo. ffl*(mg/kg) it**^ 


7 

100 

0/7 

9 

100 

0/7 

u > h n — ;u 


0/8 

-f > K > ^ v > 

10 

8/8 


10 £9J£H;te-r**:*!>Oft&<7)#a= 

15 2- (2,4--/7^t07x7^-» - 4 '- * -T-JWXfl/*— ;u- 


4 - — b n - l,r-t'7x-;b 50mg 

fLU 114.5mg 

- > X ? - f- 20mg 

t Ko^->^nt'jH:iD-7 2mg 

20 3£K»7fcW^ 1.5mg 

*)U#4rvy-f-^-fe^n — X*^v»>A lOmg 

XfT'J^/V/^i 2mg 


ft 200mg 


2 - (2,4-->'7JitD7xMv) -4"->f^x;P7^-Jl- 
4 - — h n - 1 . 1 --^7 — 25mg 


WO 96/26921 


41 


PCT/JP96/00499 


*\M 49mg 

bb -t )\> n - 7s 36m g 

H KD^y^D \d)V-tJVU-7. Img 

;H:)UO- Xij)U-><y2* 6.6mg 

^f7'J ^^^v^A 1.2mg 

* * * 1 .2mg 


it 120mg 


J£Lt* lttfl-Otmfc LT#i£i;«fc ^ftfflifi, 
fiffjffll 3 


4--hn-l,r-i^7x-;V 50mg 

?*L% 74mg 

ffi.$uBB-t)l'V-7 55 mg 

H Kn^v7 , Dk';Hril'D-x 2rng 

* v > f-JHr^n — ;u>"7«k i5 mg 
XfTV^ST^^v^i 2mg 

* ^ ? 2mg 


it 200mg 


fcLtfc l^O^t Lttsia oi^jt-r^o 

2 - (2,4->'7)^D7xy^-» -4 , -^f^X^7^-;P- 


4--hn-l,r-t'7x-^ lOOmg 

?L$I 49mg 

^*£hh -t ;U D - X 55mg 

t: Kn^r ->^n £°;u-fc;un-x 2mg 
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*^/#+*>>f A'-tS/U- X*^v")i 15mg 
7'J y&-?7* v"7 2* 2mg 
9 )V 9 2mg 


5 ft 225mg 


J3L±* LttffiCJ: Ottfflfci-io 

IMflffil 5 

2- (2,4-y7)Vtn7xMy) - 4 * f^X ;u~7 * — ;u- 


10 4--fn-l,r-t'7xZi 200mg 

ftfefl-t^n-^ lOOmg 

^'Jn-^^th'J^Af^T 1 ^ 30mg 

^fTn^^^y^i 3mg 


15 ft 333mg 


Lt^ftCJ: O^SiJti-io 

20 v 'J 77 60, 70-230 >7Vi [silica gel 60, 70-230mesh ( * )V 9 f±jR) ] £ 
d 6 -DMSO :fy^f + > K 

Me : * 

25 Et : ifA-i 
Ph I 7x-JH 

M^H^Ti- 1 -ya^e- 2 - (2,4->'7^n7x7+v) _ 4 _- hn 
^>-tf> 0.65g, 4 -^-f-JU?-*?* — )V Y } ) 0.98g & «fc -r Y 7 * 7. 
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(f'j7i-^^7-f>) /<? v r ^ A(0)0.07g £ h 13ml (UnA, 4 NfK 

%£#-7A? n-r h ^9 7 >r - [ : Sffi.m ; ^^r^ > : gfc&a^ ;u = 2 0: 1 ] 

fM B B H 0 2- (2,4 -v7J^07x/+v) -4--^f-;U^^--4 - 
5 ^ h o- l , l '- t'7x-^ 0.26g £f#£o 

St *:9i -92"C 

NMR(CDC1 3 ): £ H 2.50(3H,s),6.8-8. 1 ( 1 OH.m) 
^S&Ffl 2 

10 No.2(l) 

IR(neat)cm ': 1730, 1505 

NMR(CDC1 3 ) 5 <f :2.50(3H,s),3.90(3H,s),6.7-8.2( 1 OH.m) 
15 No.2(2) 

2 - (2,4-->'7^tn7x^v) -4'-^fHt-l,r-t'7x^)P- 
4 - # ;w > gM ;w 
IR(neat)cm ': 1720, 1505 

NMR(CDC1,) (5 lt:2.50(3H.s),3.89(3H,s),6.8-8.0(10H,m) 
20 ntfeM 3 

tffl^TC 1 -7D^- 2 - (2,4-v7)^D7x;+-» -4--ho 
^>-b*>4.00g, 4 fHt7x-^*7S 2.44 g> 2 MjfcUfci- MJ7i* t(cv§ 
ffc 12.1ml XfT h 7 (hU7x-;U*X7-f >) v 7 A(0)0.42g £ h 

80ml Jo <fc Tf^- 9 J — )\> 12ml Ofl^vt^lUPx., 4 B#Wim«fcji3l[S-£*o 

^7 7 { — [flgttffi ^=20:1] Mfe^ H B H c7) 2 

- (2,4-/7)^D7xM-» - 4 j^f-fr-f-*- 4 -- h n- 1 , 1 \£ 
7 3l=.)V 4.08g £f§&„ 
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NMR(CDC1 ? ): $ it 2.50(3H.s),6.8-8. 1 ( 10H,m) 

umm4 


^1 a 



(0) n 

,R 3 
R 4 


3t«60»INo. 

R' 
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R 4 
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NO z 
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"OH® 

4(2) 

CH 3 

0 

OCH 3 

H 

-OH©> 

4(3) 

CH 3 

0 

COCW, 

H 


4(4) 

CH 3 

0 

CN 

H 

-O-^-F 

4(5) 

CH 3 

0 

NHCOCH 3 

H 

-<xS> 

4(6) 

CH 3 

0 

H 

N0 2 

-o~(h) 

4(7) 

CH 3 
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N0 2 

H 
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SI b 

R" 

(°)n 

R 3 

c 

fx 


H«fc0iJNo. R' 

n 

R 3 

R 4 

R 2 

4(8) CH 3 

0 

COOCH, 

H 


4(9) CH 3 

0 

N0 2 

H 

-CH 2 —@ 

4(10) CHj 

0 

N0 2 

H 

-OCH 3 

4(11) CH 3 

0 

N0 2 

H 


4(12) 

0 

N0 2 

H 


4(13) CH 3 

0 

H 

N0 2 


4(14) CH 3 

0 

H 

CF 3 

-o3&-F 
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*1 C 




n 

D<3 

#r 

R 

R 2 

4(15) CH 5 


F 

H 

-ohS> 

4(16) CH 5 

0 

H 

COCHj 


4(17) CH 3 



H 


4(18) CH 3 

0 

H 

CH 3 


4(19) CH 3 


H 

OCH 3 


4(20) CH 3 

0 

H 

CHO 

-CH§>-F 

4(21) CH 3 

0 

H 

CN 



No.4(l) 
tt.£:81-82'C 

NMR(CDCU) 8 ji: 1 . 1 -2.0( 10H,m),2.50(3H,s),4. 1 -4.7( 1 H,m),7. 1 -8.0(7H,m) 
No.4(2) 

IR(neat)cm ':1585. 1485,1 165 

NMR(CDC1 ? ) d 11:2.5 1 (3H,s),3.76(3H,s).6.5-7.6( 1 2H,m) 
No.4(3) 

S4*:90-9lt: 
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NMR(CDC1 ? ) 8 li:2.50(3H,s),2.55(3H,s),6.7-7.9(10H,m) 

No.4(4) 

l»j£:96-97T: 

NMR(CDC1,) 8 H:2.49(3H,s),6.8-7.6( 1 OH.m) 
5 No.4(5) 

NMR(CDC1 3 ) 8 -ft :1.3-2.1(10H,m),2.20(3H,s),2.60(3H,s),4.2-4.5(lH,m),6.8- 

7.7(8H,m) 

No.4(6) 

10 S!^:76-78 , C [ 4 V 7°n \£ -f ;u] 

NMR(CDC1 3 ) <5 ft: 1 .2-2.2( 1 OH,m),2.50(3H,s),4.2-4.7( 1 H,m),6.8-8.4(7H,m) 
No.4(7) 

IR(neat)cm- 1 : 1 670, 1 520, 1 345 
NMR(CDCU) 8 J ft:2.45(3H,s),7.0-8.6(12H,m) 
15 No.4(8) 

IR(neat)cm 1 : 1 720, 1 505 , 1 460, 1 290 

NMR(CDC1,) 8 fi:2.50(3H,s),3.89(3H.s),6.7-8. 1 ( 1 OH,m) 
No.4(9) 

M.£:102-104t: [i^y-^] 
20 NMR(CDC1J 8 fit:2.60(3H,s),4.10(2H,s),6.9-8.3(12H,m) 
No.4(10) 

lt*:i08- not: 

NMR(CDC1,) 8 fit:2.60(3H.s).3.90(3H.s),7.2-8. 1 (7H,m) 
No.4(ll) 
25 i&.£:88-89T: [J-?/-)l>] 

NMR(CDC1 3 ) 8 <i:2.46(3H,s),6.8-8.4( 1 1 H,m) 
No.4(12) 

li^.:69-70t: [J.* 

NMR(CDC1,) 8 fit: 1 ,35(3H,t.J=7.5Hz),2.93(2H,q,J=7.5Hz),6.8-8. 1 ( 1 0H,m) 
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No.4(13) 

IR(neat)cm ': 1 520, 1 505, 1 345 
NMR(CDC1,) d -fi:2.52(3H,s),6.7-8.4(10H,m) 
No.4(14) 
5 IR(neat)cm ': 1505, 1335 

NMR(CDC1,) 6 ll:2.52(3H,s),6.9-7.7(10H,m) 
No.4(15) 

IR(neat)cm ': 1590, 1485 

NMR(CDC1,) 8 {I:2.47(3H,s),6.8-7.8( 1 2H,m) 
10 No.4(16) 

IR(neat)cm ': 1680, 1505 

NMR(CDCU) 8 lI:2.47(3H,s).2.54(3H,s),6.6-8. 1 ( 1 0H,m) 
No.4(17) 

IR(neat)cm ': 15 10, 1330 
15 NMR(CDCU) #ft:2.52(3H,s),6.8-7.7(10H,m) 
No.4(18) 

IR(neat)cm ': 1505, 1250 

NMRCCDCI,) 3 fit:2.34(3H,s),2.45(3H.s),6.6-7.7( 1 0H,m) 
No.4(19) 
20 IRCneaDcm-'ilSOS, 1480,1205 

NMR(CDCI,) a ft:2.53(3H,s).3.84(3H,s),6.6-7.7(10H,m) 
No.4(20) 

IR(neat)cm ': 1695, 1505 

NMR(CDC1,) a li:2.50(3H,s),6.7-8.2(10H,m),10.00(lH,s) 
25 No.4(21) 

®t*:94-95 , C [i* > -JU] 

NMR(CDC1 ? ) 3 fi:2.49(3H,s).6.8-7.8(10H,m) 

(l)Ilfl^TC 2-"7*n^-5--h n^/X7^f'H K 2.10g 
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7 1.50g, 2Mvk&i- V »; 7^7Kiti£9.1ml & XVt h7 + 

7(HJ7x-J^X7^)/<7y') A(0)0.32g 50ml & et O'-X ? 7 - 

>H0ml (Difi&mmztinz., 2m$to$kM : M2'$Z>o T-feV>)Zi£.i:Lt2&, i§M£ 

5 Jo # 7 i, ^ 07 h ^7 7 ^ - 

>:Wji&jL?-)U= 5:1 ] T-ffi^-f frfe*§B B H <7> 2 3JP-4*-.**-^*-* 

- 4 - — ho-1,1 '-li'7x-^ 2.00g £?#£ 0 

i4*:93-95t: 

NMR(CDC1-,) £ ft:2.52(3H,s),7.9-8.9(7H,m), 1 0. 1 ( 1 H,s) 
10 (2)^< >V )V h 'J7x-i^A^-7A7o 5 K 0.87g £ ^ * ^ —A- 10ml UiSWS 
■tir.MJmT- 28%(W/W)-f MJ7A^^yF7^ - ^iSffi 0.35g £ «fc V 2 - * JU 
= ;u- 4 '- * + 4 --hn-l,r-e7x-)l 0.50g *1}Qz..W<El1§.X' 

JlfcEU?***? A? D7^'77^- [i£»£ifc ; ^+>:ftKif^ = 5:1 ] 

1 tf 7 x — ;u 0.60g £t# & D 
IR(neaOcm': 15 15.1345 
20 NMR(CDC1,) o iI:2.60(3H,s),6.4-8.7(14H,m) 
6 

gS~B$\TC 1 -7D^- 2 - (2,4-->'7^tD7x-)^t) - 4 h 
n^>-tf > 0.90gx 4 - ^f)l'X)^-;i'7x-)l' h "J > l.39g & <£ tf-r 

h 7^^ ( h U 7j-W77 -f >) A"7y7^(0)0.09g ^^rvl^> 18ml U7jn;i, 
25 5B#KSn&X2i£3*£e *i#to*it*L*:flL «ETi:»*<r9itS e tefcft 
/:5SS!fti*7A^D7f^77^ - ; ^^>:ft8if 2 : 1 ] "C 

ffi^i"ttli\ Mfe&JlO 2 - (2,4-y7^D7x^W) -4'-^fi^ 

4 - — h D - 1, 1 '- t*7 x — ^ 0.27g £f#£o 
S$*:146-147r ^rt^V#^] 
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NMR(d 6 -DMSO): d fit 3.3 1 (3H,s),7. 1 -8.3( 1 OH.m) 

2- (2,4->'7)^07xM-» -4"-^f;i'ft-4--fn-i,r- 
kf 7i-;U0.70g *m.1t*J-ls> 14ml diSJSf 0 - SrT'm- ^ nni§^,i. 

7/7>i")if^$t «ffTC»I«:9*ti. ^t>*L^^@%^j.^y- 
n/-CSISS-rn(dr, 4Sfeil&B H BC9 2 - (2,4-v7^^07xMv) -4'-*^ 
;l/X;i/7^-^-4--hn-l,r-e7i-^ 0.51g £f#£ D 
Bt*:137-138t: [.x^y-JU] 
NMR(d 6 -DMSO) £ ^4:2.8 1 (3H,s),7. 1 -8.2( 1 OH.m) 

mmms 


!I7 traicui 




£2 


^R 4 



n R 3 

R 4 

R 2 

8(1) CH 3 

1 COCH 3 

H 


8(2) CH 3 

1 H 

NO 2 


8(3) CH 3 

7 H 

CF 3 


8(4) CH 3 

1 H 

CN 

-<£©-F 
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No.8(l) 

Hu£:i25-i26T; 

NMR(d 6 -DMSO) * ffi:2.57(3H,s),2.80(3H,s),7.0-8. 1 ( 1 0H.m) 
No.8(2) 
5 ».£:165-166t 

NMR(d 6 -DMSO) £ fil:2.82(3H,s),6.9-8.4(10H,m) 
No.8(3) 

Hl6:79 - 81*C [Aipf>-xf^x-f^ 
NMR(CDCI ? ) £ lt:2.78(3H,s),6.7-7.8( 1 OH.m) 
10 No.8(4) 

at*: 109 -nor [^*v->- 4 7 7'd \z)\sj---7- )ii&£mm] 

NMR(CDC1,) d tfI:2.78(3H,s),6.7-7.8(10H,m) 
Mtfcffl 9 

2 - (2,4-v7)^D7iM>) -4'-^f^ft-4--bn-l,i'- 
15 tf7i-;K).70g U> 14ml Uv§JS?£-tf\ 0 - 5t-Cm- * nurj®£,i, 

#&0.65g fcJJDx., M^T2B$IM#-f £o SlSrl^fc&fnj^*^ b 'J 

/b£ «t O'a. ? y - ^0?E^v§mT'S^B B H i-tL(i\ Mfel-S H H H ^ 2 - ( 2 , 4 - V 7 ;u 
20 ■* n 7 i y 3=- v ) -4'->f ^^^*-^-4--ho- l,l'-t*7xx;i/ 
0.62g 

S4*:181-182r 

NMR(d 6 -DMSO) £ it:3.30(3H.s),7.0-8.2(10H,m) 

HJfctfll io 

25 Hife#J9 fcHttU LT^3 a - c 0-ft£-%/£*#*o 
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S3 a 
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—O-^Ch—F 

10(4) 


2 

CN 

H 


10(5) 
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S3 b 



(Oh 

^ R 
-R 4 


HJtSflJNo. 

R> 
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R 4 
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COOCHs 
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CH 3 
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CH 3 

2 

N0 2 

H 

-OCH 3 
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S3 c 



H«§09No. R' 


R 2 


10(15) CH 3 2 


10 < 16 > CH 3 2 H 


10(17) CH 3 2 Cf, 


10(18) CH 3 2 H 


10(19) CH 3 2 H 


H 


COCHj 


H 


OCH 3 -o3&-F 


10(20) CH 3 2 N0 2 

10(21) CH 3 2 
10(22) CH 3 2 H 


H -CW=CH-@ 


H COOCH, -O^-F 


C/V 


^3 a - c Oft^<7)t/14^nT(C^i-o 
No. 10(1) 

itt*:149-149.5'C O ? 7 - 
5 NMR(d 6 -DMSO) £ lit: 1 . 1 -2.0( 1 0H,m),3. 1 2(3H,s),4.2-4.7( 1 H,m)7.3-8.2(7H,m) 
No. 10(2) 
»*:159-160r 

NMR(CDC10 £fit:3.0O(3H,s),3.76(3H,s),6.5-7.8(12H,m) 


WO 96/26921 


55 


P CT/ JP9 6/004 99 


No. 10(3) 

Bt*:I72-173t: MfL&fe&k] 
NMR(d 6 -DMSO) d <t:2.57(3H,s),3.27(3H,s),7.1-8.1(10H.m) 
No. 10(4) 

5 lt*:166-167r [i^V-^-T-fc h- h V 
NMR(d 6 -DMSO) 5 1it:3.28(3H,s),7. 1 -8.2( 1 0H,m) 
No. 10(5) 
iife*:184-186t; 

NMR(CDC1 ? ) S fit :1.3-2.1(10H,m),2.20(3H,s).3.10(3H,s),4.2-4.5(lH,m),6.8- 
10 8.1(8H,m) 
No. 10(6) 

St£:145- 147*C [i^y-^] 

NMR(CDC1 3 ) 5it:1.3-2.2(10H,m),3.10(3H,s),4.3-4.7(lH,m),6.9-8.4(7H,m) 
No. 10(7) 

15 Si^:170-172t: [i^y-Jb] 

NMR(d 6 -DMSO) £ fe:3.20(3H,s).7.5-8.6( 1 2H,m) 
No.l0(8) 

itt*:166-167r [T-fc h-h'J JU] 
NMR(CDC1,) 5 flt:3.OO(3H,s),3.80(3H,s).6.7-8. 1 ( lOH.m) 
20 No. 10(9) 

St*:182-184'C [T-fc h 'J 

NMR(d 6 -DMSO) 5 fl6:3.29(3H,s).4.09(2H,s).6.9-8.2( 1 2H,m) 
No. 10(10) 

Si*: 199-201 r [T-fc h - h 'J 
25 NMR(d 6 -DMSO) S {i:3.28(3H.s).3.95(3H.s),7.6-8.3(7H,m) 

No.lO(ll) 

Sfe*:219-220t: [.x*y — JU-T-fch—MJ A'S^JSWE] 

NMR(d 6 -DMSO) |t:3.23(3H.s).7. 1-8.4(1 lH,m) 
No. 10(1 2) 
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j»*:125-126t: 

NMR(d 6 -DMSO) 8 1g: 1 . 1 6(3H,tJ=7.5Hz),3.40(2H,q,J=7.5Hz),7.2-8.2( 1 OH,m) 
No. 10(1 3) 

I4.£:i86-i87r o^v-^-T-th-M; 

5 NMR(d 6 -DMSO) S 1t:3.30(3H,s),6.9-8.4(10H,m) 
No.l0(14) 

103.5 -104.5t: ['fVT'O tf ;W Ji- 7" ;U] 
NMR(CDC1 ? ) £ fi:3.10(3H,s),6.7-8.1(10H,m) 
No.l0(15) 

10 lfcj&: 122.5 -125.0t [T-tr h — h U >U] 

NMRCCDCl,) d -fi:3.06(3H.s),6.8-8.0( 1 2H,m) 
No. 10(1 6) 

Kj£: 153.5 -154.5t: 

NMR(CDCI 3 ) £ ii:2.60(3H,s),3.09(3H,s),6.7-8.2( 1 0H,m) 
15 No.l0(17) 

&fe*:132-133 , C [i^y-^] 
NMR(CDCU) <5 lt:3.10(3H,s),6.8-8.2(10H,TTi) 
No.l0(18) 

Si*:ii9-i2or [Yv^ne^i-f;H 

20 NMR(CDCU) <5-fi:2.38(3H,s).3.06(3H,s),6.7-8.1(10H,m) 
No.l0(19) 

fil£:128-129T: [^*y-)V] 

NMR(CDC1,) d {I:3.08(3H,s),3.86(3H,s),6.5-8.2(10H,m) 
No. 10(20) 
25 St.£:218-219r 

NMR(d 6 -DMSO) S W.:3.3 1 (3H,s),6.9-8.7( 1 4H,m) 
No. 10(21) 

lt*:141.5-142.0 , C |>*/-;U] 

NMR(CDC1,) £ <g:3.09(3H,s),3.92(3H,s),6.7-8.2(10H,m) 
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No. 10(22) 

fit£:163-164r [>*y-;p] 
NMR(CDCl,) d flt:3. 1 0(3H,s),6.8-8.2( 1 OH.m) 
UMM 11 

5 (1)2 - > h^r->-4'->^^x ;u - 4--FD-l,l'-If7x-)b 

5.60g £tfc&30ml £ «fc If 41%$kit*mU 30ml OjR^«U»J!|$-fr, 4 BZtSUjaf&m 

*»*53*flJl-r*o »fcftfc**lift8t.x*-*«rii|j;l, 1 N^KT* pH2.0 \ZM$L L , 

tDSjvjL-TJvzmz.. mM-ttiif, ^fe@ff^2.2o g $-?#>2>o mhtitzmifm 

;W * ^ ;u - 4 h n - l , l tf 7 jl — ;u 2.00g £f#& 0 
!5 ife*:250m± [7-fc h - h 'J JU] 

NMR(d 6 -DMSO) 5 lI:3.28(3H,s),7.6-8.3(7H,m),l 1 .0(1 H,s) 

(2mm^m%T 60%7^miti- h ^Ao.06g£N,N-->'*-?->u*;u^7 s K5 

ml HtJDx., -Xv^T-, ISt 2-t Kn^->-4*-^f ^X^-t- )V- A -— h u 
- 1 , 1 ' - M -7 * - ;u o.40g £ 5 ^T-##J$=}JDi- £ 0 RffiJ£-C 30 L 
20 J£Jfcrl£-$/U 40t:T% v * o^>fj^D = K 0.17ml CON, N - v > 

;i^7 5 K2 ml i5«-WC«iTi-*o raiajt-e3o^m«^L^s&, MiS-c- 

60%(WAV)7K^lb7" h 'J t?A 0.05g ^Snx.^o KlEift^ft II 40t: T\ v^n^of- 
^7*D< K 0.17ml CON, N- •>'^f')l/.t.UT < K 2 ml jgffK^r 15^RIT?STi"*o 
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0.34g £*#£o 

tt.£:169-171.5*C [T-te h- h 'J JU] 

NMR(d 6 -DMSO) ^ "(1:1 .3-2.4(8H,m),3.29(3H,s),4.8-5.3(lH,m),7.6-8.4(7H.m) 
UttM 12 






^R 3 
-R 4 



*' 

n 

R 3 

R 4 

R 2 

12(1) 

CH 3 

2 

NO 2 

H 

-OCH(CH 3 )2 

12(2) 

CH 3 

2 

NO 2 

H 

-0(CH 2 ) 3 CH 3 

12(3) 

CH 3 

2 

NO 2 

H 

-OCH 2 -@ 

12(4) 

CH 3 

2 

NO 2 

H 


12(5) 

CH 3 

2 

NO 2 

H 



No.l2(l) 

it.^:148-149X; [x?y-;U] 

NMR(d 6 -DMSO) 6 fi|:1.30(6H,d,J=6.0Hz),3.30(3H.s),4.5-5.3(lH,m),7.6-8.3(7H,m) 
No. 12(2) 

tt.6:127-129*C [x^y-JU] 

NMR(d 6 -DMSO) 8 ft :0.89(3H,t,J=6.0Hz), 1.00-2.00(4H,m).3.30(3H,s),4. 19(2H,t, 
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J=6.0Hz),7.6-8.2(7H,m) 
No.l2(3) 

Hl*:204.5-207 , C 

NMR(d 6 -DMSO) S ft:3.27(3H,s),5.34(2H,s),7.42(5H.s),7.5-8.3(7H,m) 
5 No. 12(4) 

il!!*:182-184t: 

NMR(d 6 -DMSO) S fit:3.26(3H,s),7.0-8.4(12H,m) 
No. 12(5) 

lfcj£:l 10- 1 12"C [xfjVx-r^] 
10 NMR(d 6 -DMSO) d 11:0.9-2.4(1 2H,m),3.28(3H,s),4.9-5.5(lH,m),7.5-8.3(7H.m) 

mmm 13 

4-VT7-2 - (2,4-->'7)^D7xMv) -4'->f 
1 ' - If 7 j- - ;U 0.25g )U * * v K 7.5ml IZ : Sffi Z^.Z Oy§t£{: 30% 

i^fbfc^Tk 0.21ml £5 «t tf"#t^# 'J 7 A O.Olg 80*0-? 2 Uf^t^-f^o 

15 R€>?ft^^7X7k^«t^^^f L ^^?l^U»nx., 2 Nifi^T'pHl.O CilL, 

- h <J /UT-#*£,Pa1-*Ui\ Mfe^H B H ^ 4 - iJ rt"<^E 4 )\>-2- (2,4->'7)^ 

n 7 jl y ^rv) -4'->f ^X^*-^ - l,r-tl'7x^;l/ 0.20g £?#£ 0 
20 li.^.:233-234t: 

NMR(d 6 -DMSO) <5 fit :3.27(3H,s),7. 1 -8.2( 1 2H,m) 

i4 

Hifeffll 13 hTOULT, 5 JU- 2 - (2,4-y'7J^D7xM 

*>) - 4 "- > f^XJV-t-Jl'- 1 , 1 , -t'7x-;^i^ 0 
25 ik*:232-233t; [T-fc h - HJ 

NMR(d 6 -DMSO) 5 1S:3.28(3H,s),6.8-8.3( 1 2H,m) 
HSfefll 15 

2- (2,4->'7)^07x/^-» - 4'->f)^^-t>-^-4--Fn-i, 
1 tf — ;U 0.5g^ iM?0.43g, ifi'ftT^^-^^ 0.04g / - 5 ml & 
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5 fi\ ^f&g B B a O 4-7</-2- (2,4->'7)^D7iy+v) _ 4 •_ ^ 

l, l *-\£7 x.=.n, 0.33g 

NMR(d 6 -DMSO)^11:3.20(3H,s),5.52(2H,s),6.05(lH,dJ=2.0Hz),6.44(lH,dd,J=9.8Hz, 
2.0Hz),7.0-8.0(8H,m) 

io HifeflJ 16 

15 tW\m^ LT, 5-7;y-2 - (2,4 ->'7)^D7xMv) - 4' 

Sfe*:131-132'C [x^y-^-7tFzF'j /WS£it«l] 
NMR(d 6 -DMSO) 5 lt:3.22(3H,s),5.18(2H,s),6.7-8.0(10H,m) 
15 II^lJ 17 

4-7^-2 - (2,4-v7^tD7iMy) - 4 > "f-iUX ;U*z: A,- l . 
1 '- t"7.x-;K).2g £i£fL^P>4 ml tl*#8?£i*\ 7k<£T, 
> 0.09ml ^ .t tKftlTKSm 0.06ml ^HII^Dx, l*]fi£T- 2 B#PM£M-£ o 
^Sr/McUflD^ 2 p hi.o t;p?£U #t£/i£#J&1-£o fthiUz^®. 

femr~m££k-rtU£, ife^4-7-tf;V7?y-2- (2,4-/7itn 
7iy#-» - 4 '- yf-;t,x;i/*- l , l '- t'7i; ;wo.i3g 
Sb*:215-216 , C [x^-^-7-bF-h'J ;WH3ig&] 
25 NMR(d 6 -DMSO) S -ft:2.02(3H.s).3.24(3H,s),7. 1 -8.2( 1 OH,m), 10.12(1 H,s) 
18 

%mm 17 i:IWH$t:LT, 5 -T-fc?-;uT 5 J -2 - (2,4-y7)Ko7xM 
->) - 4 f-^^A'*— ;U- 1 , 1 M 7x-)^j|J 0 

14^:128- 129*C [x ? y - ;U - 7-b h - h V /WJI 
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NMR(d 6 -DMSO) S flt:2.10(3H,s),3.30(3H,s),6.9-8.1(10H,m),1 0.10(1 H,s) 

mmm 19 

2- (2,4->'7ftD7xM'» -4"->f)^)^^^-l,l'-lf7x 
-;U-4 -iJ )l >l> 0.30g 6 mli:i^?^, ^v>T% IN 

5 TKttfb-?" h V ^A7fc?§i£6 ml £tJD;L. SSt? 2 l$W«#i-So 2 N 

So f#^tLfe«@%Sr^^^-^-CI?teS-*-^«^ &fe*SS*>2- (2,4-/7 
;W ^- n 7 x y v ) -4 , ->f^^A't.-^-l,l , -t'7x-^-4-*^*' 

io >Ko.22g £^#£o 
ii!&*:209-2lor 

NMR(d 6 -DMSO) * fit:3.30(3H,s),7.2-8. 1 ( 1 0H,m), 1 3.0- 1 3.5( I H,bs) 
HSfeftl 20 

HSfcffl 19 Lt, 2- (2,4->'7Jl'tD7xMv) ~4'->f 

15 JW- 1, 1 '-t*7i-^- 5 /UsK>K*W4o 

St *:227-228TC [ X * S - ^] 
NMR(d 6 -DMSO) S ft:3.28(3H,s),6.6-8.3(ll H.m) 
%m®\ 21 

2 - > v* >f ;u - 4 * - * f - ^ ^ * — ju - 4 - — h n - i , i ■ - vf 7 a. — n, 
20 1 .OOg £^ 9 J - n, 5 ml, 7k 5 ml £ <t Tf? h 7 K K n 7 7 > 10ml (Di&£m%l- : <& 
MZit, 7k'<$T. fcmit*^mi- b 'J ^ 0.10g Sr lO^T'JjQx., I^SgT" 1 ^ 

P H2.o trpgu w«w*^i"4ot#^n^^tt«***5J:tJ f i&fp^ifi*-c«i^ 
«ii-*tif, o.74 g tftZofthiitzmmBtT* h- h ^tmi B B H 

4--hD-l,l-t*7x;^ 0.65g ^rfl^o 
Sl*:161-163r [7-th-h'J^] 
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NMRCd.-DMSO) a i& :3.30(3H,s),5.80<lH,d.J=4.5Hz).6.30(lH.d,J=4.5Hz),6.9- 
8.5(12H,m) 

HJfeffil 22 

5 -T-feiMU- 2 - (2,4->'7J^n7iMv) -4'->f 

1 , 1 '-lf-7i-^0.40g, IKt Kn + y^T; > 0.07g £ X V M 'J >* > 0.08ml 

^.x^y-ju 10m i (;£n;i> l0#Wfln*&lffi3*£o RJ&iR^tt £zMt£; J: tfftK 

HW:9S»S:*5A^7^57^- ; ^ * * > Six ^ ;u = 2 0: 

1] -CfflKi-tLlf, 4*fei£ H B H <7> 5 - (a-tKn^H^xH) -2- (2, 
4-y7;Pt07i;+'»-4 , -yf;^Hx;l/-ij tf 7i — ;u 0.20g 

HL£:223-224t: O * y - ;u] 

NMR(d 6 -DMSO) 5 <t:2.20(3H,s),3.27(3H,s).6.8-8. 1 ( 1 0H,m). 1 1 .25( 1 H,s) 
HJfetfll 23 

2 - (2,4--/7;PtD7xy+y) -4*->-f-^^iU*i^-l,l*-|f7i 
- 5 _ j.QOg $ri£ft^ f-U > 10ml Uj§JS?£ii\ ifcft*- * - /U 

0.54ml £5 «t^N,N -->';< *-Jl/**^T 5 K 0.1ml , 1 .5 B#R8 Jiff $ -fr, ?f£E 

T{;i§ffi«r@*i-*of#<bn/.:ma«!J«:7 L h v t Kn7?> 10ml Kjg» £-£,25% 
T>*-TtK 1.7ml «r*?frT{:«|TL, 20-25r-C24l^W«#-r*e RlEiB^tt 

©5-*J^-fA'-2 - (2,4-v7^tn7x/#>) - 4 -T 1 ^* 
-^-l,r-t'7x-)b o.50g o 
HL6:232-233t: [7tl>xf'J^] 
NMR(d 6 -DMSO) 5 ft:3.28(3H,s),6.8-8.3(12Hjn) 
H»J 24 

iffaKTt:5--rn^-4'- (2,4->'7J^n7xMy) - 2'-- h 
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ny-b K7— V K 1.30g, 4 -^f A-f t7x-^*->g| 0.62g, 2MMtf'J 
^AtK'^?S 3.4ml teXtfT |-7 + X(HJ7i-)^X7^ > ) > *7 ^(0)0.12g 
£ h 26ml &i.tf3-9 J -to 4 ml Kim A* 2 ^WttI*fcitaL$-£ 

s ^*v«7^-?g&3-ti\ i#ETt;v#&£©*1-£o »<bii/.:»ett**5** d 
7i«^77^ - Mv^>] TffllW-iuf, frfe*£ B B B co 5 -y-bf-ju y 

= y - 2 - (2,4--/7)^D7x;+y) -4'->f ;i/f t-4--hn-l, 

l '-b*y i — ;w o.95g £f#& 0 

®fe*:i38-i40t: 

10 NMR(d 6 -DMSO) 5 11:2. 1 2(3H,s),2.53(3H,s),6.8-7.9(9H,m), 1 0.30( 1 H,s) 

5-7-tf^75/-2 - (2,4-/7;Vt07xy#-» -4'->f*ft- 
4 h n- 1 , 1 '-tf 7^-;U0.90g *tkit*?-^> 20ml llvgft?£-t*\ 7K?£T\ 
m-? nn o.99g fcJra*.* |SjfiJ£-e 1 HFa»t4o J£S*!3^££&*D 

l^lv/^y^tKfliS*, iETi:ii^§it4o 'fthtitz 
n i &'®>*^9 J -^T-SIS B B B -rtL(i\ fM H B H 0 5- 7^f^7;y-2- (2. 

4- v'7Jl/tD7x/^i/) -4'->f ^x^*^;u-4- - h o - l . l * - b* 
7x^iV 0.60g £t#& 0 

20 Bt*:190-191.5t: [>*v-/u] 

NMR(d 6 -DMSO) 8 11:2. 1 1 (3H,s).3.30(3H,s),6.8-8.4(9H,m). 1 0.33( 1 H.s) 

■$m$\\ 26 

5- 7-tf^7;/-2 - (2,4->'7J^o7xM-/) - 4 ' - ^ X ;u * 
-^-4-- hD-l,r-lf7x-^ 0.55g $ry't+*> 10ml «t If 6 Nia^ 

25 iomi (D^mmizua a, miajDftaaE^-^^o R^zs^sri^Ki^^iJj:^ 

*«5iS^»«EUUD^, h } ) ^^T'pHS.O UWSSU ^T«* «: fl-JRi" & o 

T)\><nm.&mmx*n&gu-tti&. ife»5-7;y-2- (2,4->'7^t 
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D7xy + -»-4'-^f;^;k+z^-4-z|>u-i,r-if7x^^ 0.23g 

Sl!*:212-213t: [ft^xf i-xf-^x-f 
NMR(d 6 -DMSO) £ fiI:3.27(3H,s),7.0-8.3( 1 1 H,m) 
5 HMfflJ 27 

-- h d- l , 1 fc-7i^;U0.20g $rN,N-y^f-;P7-t hT = K 5 ml (Ijgft? 
7K<tT> i^;w^-+^';^^n>; K 0.07ml £*7D;U ISf 1 B^^l"* 0 

SO 2 - (2,4-/7;^n7iy*y) - 5-X|«^>j;i,7:y-4-_^ f 
to 7s to* - to- 4 h o- l , l tfVi-;i. 0.18g £#£ 0 
I4l£:158-159 , C [x-?S-to] 

5 NMR(d 6 -DMSO) d fit :1.35(3H,t,J=7.0Hz),3.30(3H,s),4.40(2H,q.J=7.0Hz),7.0- 
8.4(9H,m),l 1.40(1 H.bs) 

mfeM 28 

S^B^T, 60%*3fcffc-*- h l ) *7U 0.15g ^MtK^ h7kKo77>5ml UJg 
S$-^,Ml&"Cv ? if-^*X^yftgSgi^;u 0.82g £^tf4$*T- KD77> 
5ml?WiTU l^fiST 30 £«, El&iR^»U 2 - (2,4-/7 

itn7xMy)-5-*)M;V-4'-^f^ft-l,r-t'7x-^ 1.30g 
Sr^-trf- h^b Kn77> 10ml Sift *MiS "CAST U |5J?£j£T- 1 nWUL^h^ 

JSId^^^^tKujiix., i NfflKr* P H2.o uwsel, stKj-f-^-cami-^o 
; ^*+J->:gt&^-f-;u = io : i ] r-mm-$-tii£* iM»3- (4- 

(2,4->'7)^D7xy+-» -3- (4-^fift7x^)H 
T 7 l ) tomato l.50g £?#* 0 
IR(neat)cm ': 1 7 1 0,1 505, 1 250 
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NMR(CDCI 3 ) S -fit :1.30(3H,U=6.0Hz). 2.50(3H,s), 4.20(2H.q,J=6.0Hz). 
6.40(1 H,d,J=16Hz), 6.6-7.9(1 lH,m) 
29 

3- (4- (2,4-y'7*tD7x^-» -3- (4-^f^ft7x^i) 
5 7ii^) 'J ft'Bli-f-JH.SOg I5ml llfln*, l5T:T*m-?n 

ni@^m#^l.20g £ IO^T*^f!l^ni-^o I^iSST l fl#ra«# L fcfc, 

miMfa**.? J -fr-enteik-ttitf* **fe*£fitf>3- (4- (2,4->'7)^n 
•7^y^rv) -3- (4-^f^x;ht-^7i-^) ;u) T ? 'J ;i^x. 

f-JU l.OOg £f#£ G 
!L£:ll0-ll2t: [x.^y-;w] 
15 NMR(d 6 -DMSO) (J H :1.27(3H,t,J=6.0Hz), 3.28(3H,s), 4.20(2H,q.J=6.0Hz). 
6.70(1 H,d,J=16Hz). 6.9-8.4(1 lH,m) 
HJfcffll 30 

3- (4- (2,4-y7HD7xM-» -3- (4 - ^f )^)P*-^7i 
— ^) 7a-JH 7^'J;^xf-;i/0.55g?:f h7t Ko77> lOmlilir/'x^ 

20 y -;v 5 mi (n^mmzmmz-e. ist 1 N^Kft-t- i.3mi * 

ira*., 5orT3o^ra«^-r* 0 Rt&a#ft***iiJ: WBi^f-^os^^sp 

25 -f y7*nt:;i,x-f )^Jni, iHflfc-ffUdf, MfeS0^O.44g f#<b*i*:@ 
V7*n t:;uT^n-;uT'^ B H B -rnti\ ife^ B H a ^3- (4- (2,4- 
y'7;Vtn7x/^y) -3- (4 - ^f^X W-)l/7xZf ) 7xZJb) T 
? 'J ^&0.30g £f#£o 
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NMR(d 6 -DMSO) 8 fli:3.29(3H,s).6.60(lH,dJ=16Hz).6.8-8.4(12H,m) 

mmm 31 

5 _ 7 : y_2 - (2,4-y7)^D7xy + -» - 4 * - * ^ X ^ * — ^ - 1 , 
1 f7i-;U0.58g *&i\m-V> 10ml t~V&8?$-£> 7>ti%T\ <>*> 0.14ml 
5 £irax.&o n K 0.19ml ^rfgTL> PJiSSE-C 1 B#flB 

Rjfr&^&fcaMciiijnx., 2 n««-c p hi.o um&u w«*«r^i& 

j. ? y - ;K^^^#-e^B B Bi-ti(^4Sfe^H B H co 2-(2,4-/7)^D7x 
10 -5-xf^t , j;v7^y-4'-^f^x;^-^-i.r-k*7i^ 

>W 0.52g £t#&o 

it*:lll-112X: H'iR^jSift] 

NMR(d 6 -DMSO) 5 It :1.33(3H,U=7.0Hz),3.26(3H,s),4.33(2H,qJ=7.0Hz).6.9- 
8.2(10H,m),10.97(lH,s) 
15 %MM 32 

H«feffil31 tPlttia-C, 2- (2,4->'7)^n7x;+v) - 4 -.x h <j 

;i/7</ , -4'-^f^^^*-^-i,r- t'7x- ^£?#&o 

NMR(d 6 -DMSO) 5 1i :1 .30(3H,U=7.OHz).3.27(3H,s),4.32(2H,q,J=7.OHz).7.2- 
20 8.1(10H,m),10.97(lH,s) 
Htfcfll 33 


WO 96/26921 


67 


PCT/JP96/00499 


K8 



JM60!INo. R 1 


n R 3 


33(1) 


CH 


33(2) CH 


33(3) CH 


H 


H 


H 


33(4) CH 0 H 


33(5) CH 0 H 


33(6) Chi 0 H 


33(7) CH 0 H 


33(8) CH 0 H 


33(9) CH 0 H 


33(10) CH 0 H 


33(11) CH 0 OMe 


33(12) CH 0 NCfc 


33(13) CH 0 NOb 


33(14) CH 0 H 


NCfc 
NQ 
NCfc 
CN 
CN 
CN 
CN 
CN 
CF 3 
-OSOjMe 
H 
H 
H 
NO? 


— O 


— O 



OMo 



CN 


JO 
JO 



J& 




-OSOjMe 
-OCHOMe 

OCOft% 

-°<5 


WO 96/26921 


68 


PCT/JP96/00499 


m 8 <7Hfc^%<7)^*tt£^Tll;^-f O 

No.33(l) 

IR(neat)cm':1505, 1345 

NMR(CDC1,) 8 m.:2.5 1 (3H,s),3.8 1 (3H,s),6.8-7.8(9H,m),7.9-8.4(2H.m) 
5 No.33(2) 

IR(KBr)cnT , :2225, 1520, 1345 

NMR(CDC1 3 ) 8 fil:2.50(3H,s), 6.9-7.9(9H,m), 8.2-8.5(2H,m) 
No.33(3) 

IR(KBr)cm':1525, 1350 
10 NMR(CDC1,) <5 ig:2.46(3H,s), 6.7-8.5(1 lH,m) 
No.33(4) 
IR(KBr)cm':2225 

NMR(CDC1 3 ) 8 ft:2.46(3H,s), 6.7-7.9(1 0H,m), 8.0-8.3(lH,m) 
No.33(5) 
15 IR(KBr)cm-':2225 

NMR(CDCU) 8 fc:2.47(3H,s), 6.8-7.8(1 2H,m) 

No.33(6) 

IR(neat)cm- , :2230 

NMR^DCl,) 8 *I:2.50(3H.s). 6.7-7.8(1 lH,m) 
20 No.33(7) 

IR(neat)cm ':2230 

NMR(CDC1,) 8 lt:2.50(3H,s). 6.7-7.0(1 H,m), 7.0-7.8(1 0H,m) 

No.33(8) 

IR(neat)cm 1 :2225 

25 NMR(CDC1,) £fil:1.0-2.3(10H,m), 2.55(3H,s), 4.2-4.7(1 H,m), 6.9-7.8(7H,m) 

No.33(9) 
IR(neat)cm ':1335 

NMR(CDC10 8 <I:2.47(3H.s), 6.8-7.8(1 2H,m) 
No.33(10) 
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IR(neat)cin ':1370, 1150 

NMR(CDC1,) 8 ft:2.45(3H,s), 3.12(3H,s), 6.5-7.8(10H,m) 
No.33(ll) 

IR(KBr)cm ! :1370, 1180 
5 NMR(CDC1,) 8 fI:2.52(3H,s), 2.58(3H,s), 3.86(3H,s), 6.8-7.8(7H,m) 
No.33(12) 

DKKBr^-'zlSlS, 1345 

NMR(CDC1,) 8 fl:2.54(3H,s), 3.47(3H,s), 5.26(2H,s), 7.2-8.2(7H,m) 
No.33(13) 
10 IR(KBr)cm':1710, 1520, 1350 

NMR(CDC1 ? ) 8 lt:l.l-2.6(8H.m), 2.53(3H,s). 4.2-4. 7(lH,m). 4.7-5.4(lH,m), 7.0- 

8.3(1 2H,m) 

No.33(14) 

IRCKBOcm'ilSlO, 1345 
15 NMR(CDC1 S ) 8 fi:2.54(3H,s), 6.65(2H,s), 6.9-7.5(7H,m), 7.9-8.6(4H.m) 
MMffl 34 

mmwm^T, 1-70^-2- (2,4-y7;^o7xy+->) -5 --ho 

0.18g, 4 — T = y X)P*^f7i-il/ h y ) T+fo-f-'s 0.22g teXV-r b 
7 + X (F'j7x^)Wt«77P) A'r/^i (0) O.Olg v U > 4 ml tlflDx., 
20 4I^MJHI«taat$-fr*o *i#»*i**L*:ft, «BETJi»«ESra*i-*o t#<b^ 

Wi^*7A^D7f^77^ - :ftKxf^=2 : 1] 

»4'-7 UX)^-;i/-2- (2,4->'7)^n7x^-» - 5 -— h 
n - 1 , 1 '- t'7x-i 0.14g £?#£ 0 
25 IR(KBr)cm"':3350, 3260. 1315, 1 165 

NMR(CDC1 3 ) 8 ii:4.98(2H,bs), 6.6-7 .6(4H,m), 7.6-8.4(6H,m) 

mMm 35 
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No.35(l) 

IR(KBr)cm':3370, 3275, 1510, 1345, 1160 

NMR(CDCIj) 8 <t:5.08(2H,bs), 6.7-7.4(3H,m), 7.4-8.2(7H,m) 

No.35(2) 

5 IR(KBr)cm ':3350, 3270, 1340, 1 170 

NMR(CDC1,) 8 ffi:5.04(2H,bs), 6.6-7.3(4H,m), 7.4-8.2(6H,m) 
No.35(3) 

IR(KBr)cm ':3380, 3280, 2225, 1345, 1165 
NMRCCDCl;,) £ffi:5.18(2H,bs), 6.6-7.4(4H,m), 7.4-8.4(6H,m) 
10 No.35(4) 

IR(KBr)cm ':3345, 3265, 1335, 1170 
NMR(CDC1 3 ) 8 lt:5.02(2H,bs), 6.7-8.2(1 lH,m) 
No.35(5) 

IR(KBr)cm ':3325, 3250, 1330, 1150, 
15 NMR(d 6 -DMSO) 8 <I:3.34(2H,s), 6.9-8.0(1 2H,m) 
No.35(6) 

IR(KBr)cm 1 :3370, 3255, 1335, 1160 

NMR(CDC1 3 ) 5lt:l.l-2.3(10H,m), 4.2-4.7(1 H.m). 5.02(2H.s), 6.9-8.2(7H,m) 
No.35(7) 

20 IR(KBr)cm ':3345, 3255, 2230, 1315, 1 165 

NMR(CDC1,) 8 1t:4.83(2H,bs), 6.6-7.9(1 2H,m), 
No.35(8) 

IR(KBr)cm ':3375, 3285, 1720, 1330. 1160 

NMR(CDC1,) 8 1i:1.27(3H,t,J=7.5Hz), 3.63(2H,s), 4.17(2H,q,J=7.5Hz), 4.92(2H,bs), 
25 6.7-8.2(1 0H,m) 
No.35(9) 

IR(neat)cm- , :3265, 1720, 1505. 1165 

NMR(CDC1,) 8 m :1.22(3H.U=7.5Hz), 2.4-3. l(4H,m), 4. 13(2H,q,J=7.5Hz), 
5.01(2H,bs), 6.6-8.1 (lOH.m) 
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No.35(10) 

IR(neat)cm ':3265, 1720, 1505. 1165 

NMR(CDC1,) d i& :1.27(3H,t,J=7.5Hz), 1.7-2.9(6H.m), 4. 13(2H.q.J=7.5Hz). 
5.11(2H,bs), 6.6-8.1(10H,m) 
5 No.35(ll) 

RdieaQcm-'^SO, 3255, 1700, 1165 

NMR(CDC1,) 8 ft :1.19(3H,t,J=7.5Hz), 1.0-1. 8(4H,m), 4. 12(2H,q,J=7.5Hz), 

4.98(2H,bs), 6.6-8.1 (10H,m) 

No.35(12) 

10 IR(neat)cm ':3350, 3265, 1720, 1340, 1165 

NMR(CDC1,) 8 ft :1.18(3H,U=7.5Hz), 1.6-2. l(6H,m). 2.4-2.9(2H.m). 

4.10(2H,q,J=7.5Hz), 5.15(2H,bs), 6.6-8.2(1 OH.m) 

No.35(13) 

IR(KBr)cm ':3335, 3245, 1710, 1340, 1160 
15 NMR(CDCI ? ) £l!:1.22(3H,t,J=7.5Hz), 3.57(2H,s), 4.1 5(2H,q,J=7.5Hz), 4.60(2H.bs), 
6.6-8.2(10H,m) 
No.35(14) 

IR(neat)cm ':3355, 3265. 1720, 1340, 1165 

NMR(CDCU) 8 H :1.15(3H,t,J=7.5Hz), 0.95-1 .8(4H,m). 4. 10(2H,q,J=7.5Hz), 
20 4.95(2H,bs), 6.7-8.2(1 OH,m) 
No.35(15) 

IR(KBr)cm"':330O, 1510, 1345, 1165 

NMR(d 6 -DMSO+D : 0) 8 fit:2.48(3H,d,J=5.5Hz), 6.9-8.4(1 OH.m) 

mmm 36 

25 HJfefll 7 t mmi- lt5->7y-4'-^f)^^7^^-2-7x; + -/- 
1,1'- £'-7^^u£t# £ c 
IR(KBr)cm':2225, 1050 

NMR(d 6 -DMSO) 8 fit:2.79(3H,s), 6.8-8. 1 ( 1 2H,m) 

%mn 37 
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:10 



JUSfllNo. R 1 n 


37(1) CH 3 2 H 

37(2) CH 3 2 H 

37(3) CH 3 2 H 

37(4) CH 3 2 H 

37(5) CH 3 2 H 

37(6) CH 3 2 H 

37(7) CH 3 2 H 

37(8) CH 3 2 H 

37(9) CH 3 2 H 

37(10) CH 3 2 H 

37(11) CH 3 2 H 

37(12) CH 3 2 H 

37(13) CH 3 2 H 


R 4 


NO, 


NO, 


NO z 


NO, 


N0 2 


CN 


CN 


CN 


CN 


CN 


CF 3 


-NHCO-(CH 2 ) 2 CH 3 
-NHSO ^CHjJaCHs 




OMe 


CN 



•CH = CH< 


N - 


N 
i 

. N 
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R 1 

n 

R 3 

R 4 

R 2 

37(14) 

CH 3 

2 

H 



37(15) 

CH 3 

2 

H 

q COOH 


37(16) 

CH 3 

2 

H 

-CONHfCHj) 3 CH 3 


37(17) 

CH 3 

2 

H 

-(CH=CH) 2 -COOEt 


37(18) 

CH 3 

2 

H 

-CH=CH-S02 Me 


37(19) 

CH 3 

2 

H 

-OS0 2 Me 


37(20) 

CH 3 

2 

OMe 

H 

-OS0 2 Me 

37(21) 

CH 3 

2 

N0 2 

H 


37(22) 

CH 3 

2 

N0 2 

H 


37(23) 

CH 3 

2 

N0 2 

H 


37(24) 

CH 3 

2 

N0 2 

H 

-OCH 2 OMe 


No.37(l) 

IR(KBr)cm ':1515. 1345, 1310, 1155 
5 NMR(d 6 -DMSO) 5 ffi:3.28(3H,s), 3.79(3H,s), 6.8-7.3(5H,m), 7.9-8.4(6H.m) 
No.37(2) 

IR(KBr)cm':2220. 1520. 1350, 1315, 1155 

NMR(d 6 -DMSO) S lt:3.26(3H,s), 7.1-7.5(3H,m), 7.7-8.5(8H,m) 
No.37(3) 

10 IR(KBr)cm" 1 : 1 530. 1350, 1310. 1155 
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NMR(d 6 -DMSO) 8 fi:3.24(3H,s), 7.0-8.5(1 lH,m) 
No.37(4) 

IR(KBr)cm ':3465, 1520, 1345, 1315, 1150 
NMR(d 6 -DMSO+D 2 0) 8 1t:3.33(3H,s), 6.8-7.6(9H,m) 
5 No.37(5) 

IR(KBr)cm"':1520, 1350, 1310, 1150 

NMR(CDC1 3 ) 8 11:3.1 3(3H,s), 6.66(2H,s), 6.9-8.6(1 lH,m) 
No.37(6) 

IR(KBr)cm':2230, 1310, 1150 
10 NMR(d 6 -DMSO) 8 fil:3.23(3H,s), 6.9-7.5(3H,m), 7.6-8.3(8H,m) 
No.37(7) 

IR(KBr)cm-':2225, 1300, 1145 

NMR(d 6 -DMSO) 8 0-2.3(1 0H,m), 3.33(3H,s), 4.4-4.9(1 H,m), 7.3-8.3(7H.m) 
No.37(8) 
15 IR(KBr)cm':2230, 1320, 1150 

NMR(d 6 -DMSO) 8 H:3.26(3H,s), 6.9-7.7(6H.m), 7.7-8.2(6H,m) 
No.37(9) 

IR(KBr)cm" 1 :2235, 1300, 1145 

NMR(d 6 -DMSO) <5 lt:3.28(3H,s), 6.8-7.1 (lH.m)7.2-8.3(10H.m) 
20 No.37(10) 

IR(KBr)cm':2230, 1315, 1155 

NMR(CEXT1 ? ) 8 ft:3.08(3H,s), 6.8-8.2(1 lH,m) 

No.37(ll) 

IR(KBr)cm':1315, 1150 
25 NMR(d 6 -DMSO) 8 ft:3.27(3H,s), 6.9-8.1 (12H,m) 
No.37(12) 

IR(KBr)cm':3245, 1630. 1310, 1150 

NMR(CDC1,) 8 fil:0.7-2.0(5H,m), 3.1(3H,s). 3.0-3.8(2H,m), 6.2-8.6(1 lH,m) 
No.37(13) 
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IR(KBr)cm':3255, 1305, 1150 

NMRCCDCl,) 8 lfi:0.7-2.3(7H,m), 2.7-3.7(2H,m), 3.08(3H,s), 6.7-8.2(1 1 Hjn) 
No.37(14) 

IR(KBr)cm':3290, 1640, 1300, 1145 

NMR(CDC1,+D 2 0) 8 f!:1.5-2.3(8H,m), 2.5-3.0(1 H.m), 3.07(3H,s), 6.6-8.2( I0H,m) 
No.37(15) 

IR(KBr)cm ':1735, 1655, 1315, 1150 

NMR(CDC1.,+D,0) 8 fit:1.5-2.7(4H,m), 3.07(3H,s), 3.3-4.0(2H,m), 4.4-4.8(1 H,m) 

,6.6-8.3(10H,m) 

No.37(16) 

IR(KBr)cm" 1 :3345. 1690, 1310, 1150 

NMR(CDC1 ? +D 2 0) 8 fig :0.8-1.5(5H,m), 1 .5-2.7(2H,m), 2.37(2H,t.J=7.5Hz), 

3.07(3H,s), 6.6-8.7(10H,m) 

No.37(17) 

IR(KBr)cm ':1705, 1310, 1155, 

NMR(CDCI,) 8 m :1.30(3H,t,J=7.5Hz), 3.10(3H,s), 4.23(2H,q,J=7.5Hz), 

5.97( 1 H,d,J=l 5Hz), 6.6-8.2( 1 3H,m) 

No.37(18) 

IR(KBr)cm '.1305, 1150 

NMR(CDCI ? ) 8 fil:3.04(3H,s), 3.09(3H,s), 6.6-8.2(1 2H,m) 
No.37(19) 

IR(KBr)cm '.1360, 1155 

NMR(CDCU) 8 ft:3.08(3H,s), 3.20(3H,s), 6.6-7.5(6H,m). 7.7-8.2(4H,m) 
No.37(20) 

IR(KBr)cm'':1355, 1305. 1180, 1150 

NMR(d 6 -DMSO) 8 M :3.15(3H,s), 3.26(3H,s), 3.88(3H,s), 6.9-7.3(2H,m), 7.4- 

8.2(5H,m) 

No.37(21) 

IR(KBr)cm':1510, 1350, 1145 
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NMR(CDC1,) S fi:3.14(3H,s), 6.7-9.0(1 lH,m) 
No.37(22) 

IR(KBr)cm' 1 : 1 5 1 5 , 1350, 1300, 1150 
NMR(CDC1 ? ) £<I:3.16(3H,s), 6.9-8.6(1 3H,m) 
5 No.37(23) 

IR(KBr)cm ':1710, 1520, 1350, 1315, 1150 

NMR(d 6 -DMSO) 8 fI:1.2-2.3(8H,m), 3.30(3H,s), 4.5-5.5(2H,m), 7.4-8.2(1 2H,m) 
No.37(24) 

IR(KBr)cm':1525, 1345, 1305, 1145 
10 NMR(d 6 -DMSO) d fl:3.29(3H,s), 3.39(3H,s), 5.37(2H,s), 7.6-8.3(7H,m) 

m&M 38 

2- (2,4-y7)^D7x;+v) - 4 •- * ffl/^^ti^- 1 , 1 '- tf "7 i 
5 3.20g is J:£>*fcfci£;i:<?)N,N- y'^mur ^ K£i&ft 

30ml Uv£8?£-tf\ mt+-*->^ 0.86ml ^iTL, 1 WDSfcll^^^c 

hntz : m&.mtm)*i&it**l'> 30ml t:i^?^, zM£T\ VTV* 9 > 3.32g 

JETt:?§«E«rS*i-*o '&htitzft%®$:3-? S-^&ZZfT- h v KD79 > 
20 Wig^*«£U»l»$-li-, ££-C$J&$ttfi0.91g WMJif^T;> 9.1ml 

25 3 11 ] -eflMRU i*V7'DAV-^t« B Wli\ &fe*SJ&<£>2- (4- (2, 
4-y'7)^D7xy+v) -3- (4-^f'^W-^7x^)l') 

i.50g £f#So 
IR(KBr)cm':1720. 1315, 1150 

NMR(CDCU)<5il:1.27(3H,t,J=7.5Hz), 3.08(3H,s), 3.64(2H,s), 4. 18(2H,q,J=7.5Hz), 
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6.6- 7 .4(6H,m), 7.6-8. l(4H,m) 

39 

No.39(l) 

5 • 2 - (3 - (2,4->'7)^n7x7 + y) - 4- ( 4 - * )l*-)iy x 

IRCKBr^-'rnSS, 1300, 1150 

NMR(CDC1 ? ) a«:1.23(3H,U=7.5Hz), 3.07(3H,s), 3.57(2H,s), 4. 15(2H,q.J=7.5Hz). 

6.7- 8. l(10H,m) 
10 No.39(2) 

. 4 _ ( 4 _ (2,4->'7^t07xy+y) - 3- (4-^f)^«'*-«'7x 
— 7x-^) g|^i^;i/ 
IR(neat)cm':1730, 1315, 1150 

NMR(CDCI ? ) 5 fit :1.22(3H,U=7.5Hz), 1 .8-2.9(6H,m), 3.04(3H,s), 
15 4.12(2H,q,J=7.5Hz), 6.6-7.3(6H,m), 7.5-8.2(4H,m) 
No.39(3) 

. 2 - (3 - (4->f)PX^*-^7xXjV) - 4 - (2 - fcf V is lift* is) 

IR(KBr)cm ':1725. 1300, 1155 
20 NMR(d 6 -DMSO) S H :1 .21(3H,t,J=7.5Hz), 3.18(3H,s), 3.77(2H.s). 
4.13(2H,q,J=7.5Hz), 6.8-8.3(1 lH,m) 
HtftffiJ 40 

2 - (4 - (2,4-y7^tD7x7+v) - 3 - (4 - ^f i^^-t-^7x 
7x^)H gt^i^;u 1.80g *N,N-i'^fA'*^7 S KCiS»?-fr, 
25 0 - 5ttvx'7^^A7;l/ft yo.\4gHXVi- h 'J ^> KO.OSg^rSnx., 

n^U^H, «ETi:»*tfliti. »^t»9»**7^n 
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'<&mfo<D2- (4 - (2,4-y7)^D7x/+v) -3 - (4->f;PX^.+ 
-^7x-;H 7i-;H - 3 - Ko^r >-/n fcf* o.91g £f#£ 0 

IR(neat)cnV , :3520, 1730, 1315, 1155 

NMRCCDCI,) 8 ffi:1.26(3H.U=7.5Hz), 3.09(3H,s), 3.7-4.5(5H,m). 6.6-7.4(6H.m), 
5 7.6-8.2(4H,m) 

2- (4- (2,4-v7)^07xMv) -3- (4->f;^;kt-^7x 
-3 -t: Kn + v7o \£* + o.90g if&it*?- U > Ui§ 
«?$-t*\ 0 - 5tT*^ * o 'J K 0.18ml tSjLtfh 'J xf^7 5 > 

10 o.63mi *im*, SiaT3oa-W«#-r* e Ri&iR^ft***^ it^Ki-f-^wig 

&&£z/mn'k&7kX'm&Vcm£, -cttrnz-t* «eti: 

*&fe*§S*>2- (4- (2,4-y'7;^n7xy + v) -3- (4->f 
15 *-Jl,7xr^) -7o:^;U) 'J ;i/Bg-X.f-JW o.74g £?# £0 

IR(KBr)cm"':1710, 1300, 1150 

NMR(CDC1,) <?ft:1.33(3H,t,J=7.5Hz), 3.08(3H,s), 4.30(2H,q,J=7.5Hz), 5.93(lH,s), 
6.38(1 H.s), 6.6-8.2(1 0H,m) 
UfaM 42 

20 3 ^ f fc h V ^x^^t^f- V-7A 0. 50g v -f- /u X ;w * 4- > K 3 ml Kj&JB 
$ ii 'J ^ A tert- 7F4v K 0.25g *flD ;L , 1ST* 1 B#&88fc#i- S 0 ^v»-C 
* ^^7,;U**-> K 5 ml Ui§JBSi*-/-2 - (4 - (2,4->'7;^D7xM 
v) - 3- (4->f ^X^*-^7x-;i/) — ;U) T ? 'J o.86g 

25 2 N«t»-C pHl.O t-PIS£U ^T«««:^JRi-*o ?»<bttfcWtt»*jtes «fc tn&fo 
Z>o &hixtzft'gm*i3 s 7i*?u-? F / 7 7 < - [igfBtifc ; : gfc&.x.^ 

^=50: 1] T-mm-rtiiz, ifewi- (4- (2,4-/7^tD7xy + 

*>) -3- (4-^f^X)l/*-;l'7x-^) 7x^;U) v ^ n -fu/i> -h ;u 
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o.57g £f#£o 
nKKBr^-'iHlO, 1310, 1145 

NMR(CDClj) S <I:1.0-1.4(5H.m), 1.4-1.8(2H,m), 3.08(3H,s). 4. 13(2H,q.J=7.5Hz), 
6.6-7.5(6H,m), 7.6-8.2(4H,m) 

5 %mm 43 

2 _ (4- (2,4 - v7^t07xy #v) -3- (4-^f^X)l/*-^7x 
— 7i-^) ftKxf ;v l .00g £ «t tf' 1 , 4 -->'7n^7^ > 0.27ml £N,N- 

yVf;^;^7^ K i0mU:v§B?$-£> tK^thtK^L^- h -7^ o.09g $-Sn^.. 

mi&r* 1 B#P^#-r^o SS^TtlTK^ft^ h 'J *7^ 0.09g ^7JDX., MimT* 1 B# 

phi.o um^u w^^^i-^o htLfz^mmzTk&zv'mu'ki&Tk'cm*. 

nv F7?7^- [v£*r<£ ; h S^if^= 9:1] 

T'ffli!ii-tili\ Mfe^B B a<7) 1 - (4 - (2,4-v7J^n7xy^v) - 3 - (4 
15 - * f «/7x-)l') 7x^;i/) y^n/o^>^;kf >^xf ;l/0.54g 

IR(KBr)cm" ' : 1 720, 1315, 1155 

NMR(CDCU) S m. :1.18(3H,t,J=7.5Hz), 1 .5-2.9(8H,m), 3.09(3H,s). 
4.12(2H,q.J=7.5Hz), 6.6-7.5(6H.m), 7.6-8.2(4H,m) 
20 nifeM 44 

^WJ43 tmmi-LX. 1- (4 - (2,4-y'7Hn7xMi/) - 3- (4 
-^f^XJi/^;nx-)H 7a. — ;u) v ? n^^r-tf ;u#">^.x-^ ;u £ f# 

o 

IR(KBr)cm':1720,1315,l 155 
25 NMR(d 6 -DMSO) S 11:1 . 14(3H,t.J=7.5Hz), 0.9-2. 2(8H,m), 2.2-2. 7(2H,m), 3.26(3H,s), 
4.10(2H,q,J=7.5Hz), 6.7-7 .6(6H.m), 7.7-8.2(4H,m) 
^»!)45 

2 _ (4 - (2,4-y7J^n7x7#-» -3 - (4 - ^f ^X)Wt-^7x 
g^^^^^ 2.90g ^3-9 J 15ml 1 NTfc&ft^ 
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fe*S B H B^2- (4 - (2,4-y'7itD7xMy) -3 - (4->f;^;i.* 
-^7x-Jl/) 7x-JH ft^ 1.60g £f#£o 
IR(KBr)cnV':1705, 1310, 1145 

NMR(d 6 -DMSO+D 2 0) d fg:3.26(3H,s), 3.68(2H,s), 6.6-7 .6<6H,m), 7.6-8.3(4H,m) 
46 
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JS*HWNo. R 1 n 
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s^COOH 

II 
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-°"O f 

46(9) 

CB, 
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OH 

-0-£>F 

46(10) 

CH3 
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XyCOOH 
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46(11) 

CK> 

2 

H 

v^COOH 
NH 2 


46(12) 

CH3 

2 

H 

V.COOH 

0 

-0^3-F 

46(13) 

CKj 

2 

H 

^COOH 

-0^>F 

46(14) 

CB, 

2 

H 

-OCH 2 COOH 

-0^>F 

46(15) 

Chfc 

2 

H 

-0(Chb)4COONa 

-0^>F 
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HtSfllNo. R 1 n R 3 r 4 r2 

46(16) CHj 2 

46(17) CHs 2 

46(18) CHj 2 

46(19) CHj 2 

46(20) NHz 2 

46(21) NHz 2 

46(22) NHz 2 

46(23) NHz 2 

46(24) Nhfc 2 

46(25) NHz 2 

46(26) NJ-fe 2 

46(1) 

IR(KBr)cm ':1710, 1300, 1150 

NMR(CDC1,+D 2 0) 3 1fi:2.6-3.2(4H,m), 3.09(3H.s), 6.7-7.4(6H,m), 7.6-8. l(4H,m) 
46(2) 

IR(KBr)cm ':1700, 1315. 1150 

NMR(d 6 -DMSO) S l!:1.7-2.9(6H,m), 3.28(3H,s), 6.7-8.3(10H,m), 12.12(lH,bs) 
46(3) 

IR(KBr)cm ':1685, 1310, 1150 


H 

-CHjCOOH 
H 
H 
H 
H 
H 

-CI-tCOOH 
COOH 


H 


H 


NQ 2 


H 


-CHfeCOOH 

-CONHCH 2 COOH 

-CI-bCOOH 
.COOH 
,COOH 


H 


H 


-CHzCHjCOOH 


-(CH2) 3 COOH 



-CH=CH-COOH 
-O 

-o 


-O 




-O 


-O 


-o 


-O 


-O 


-O 
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NMR(CDC1 3 +D,0) 8 flt:3.09(3H,s), 5.98(lH,d,J=15Hz), 6.6-8.2(1 3H.m) 
46(4) 

IR(KBr)cm-':1725, 1150, 1295 

NMR(CDC1 3 +D,0) 8 flt:1.5-2.0(4H,m), 2.2-2. 8(4H,m), 3.08(3H.s), 6.6-7.3(6H.m), 
5 7.6-8.1 (4H,m) 
46(5) 

IR(KBr)cm- , :3445, 1735, 1300, 1150 

NMR(CDC1 3 +D 2 0) 8 fit:3.09(3H,s), 3.7-4.4(3H,m), 6.6-7.5(6H,m), 7.6-8.2(4H,m) 
46(6) 

10 IR(KBr)cm':1715, 1305, 1150 

NMR(d 6 -DMSOD,0) 8 H:3.23(3H,s), 6.08(lH,s), 6.32(lH,s), 6.7-7.7(6H.m), 7.7- 

8.2(4H,m) 

46(7) 

IR(KBr)cm ':1685, 1315, 1155 
15 NMR(CDC1 ? +D 2 0) 8 fit: 1.1-1. 5(2H,m), 1.5-1.9(2H,m), 3.08(3H,s), 6.6-7.5(6H,m), 
7.6-8.2(4H,m) 
46(8) 

IR(KBr)cm' : 1 735, 1685, 1310. 1150 

NMR(CDC1,) 8 li:3.10(3H,s), 6.6-7 .4(5H,m). 7.6-8.5(5H,m) 
20 46(9) 

IR(KBr)cm':3450, 1720, 1300, 1150 

NMR(d 6 -DMSO+D 2 0) 8 fi:3.26(3H,s), 5.10(lH,s), 6.7-8.2(1 0H,m) 
46(10) 

IR(KBr)cm':1730, 1315, 1155 
25 NMR(d 6 -DMSO+D 2 0) 8 fit:3.23(3H,s), 6.08(1 H,d,J=48Hz), 6.7-8.3( 10H,m) 

46(11) 

IR(KBr)cm':3450, 1315, 1150 

NMR(d-TFA) 8 ffi:3.30(3H,s), 5.57(lH,s). 6.7-8.3(10H,m) 
46(12) 
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IR(KBr)cm" 1 : 1 690, 1325, 1155, 

NMR(d 6 -DMSO) d H:1.4-2.8(8H,m), 3.28(3H,s). 6.7-8.3(10H.m), 12.33(lH.bs) 
46(13) 

IR(KBr)cm '.1685, 1310, 1150 
5 NMR(d 6 -DMSO) d ft :1 .0-2. l(8H,m), 2. l-2.7(2H,m), 3.27(3H.s), 6. 7-8. 2(1 OH. m). 
12.40(lH,bs) 
46(14) 

IR(KBr)cm 1 : 1 725, 1305, 1150 

NMR(CDC1,+D 2 0) S fll:3.08(3H,s), 4.70(2H,s), 6.7-7.4(6H,m), 7.6-8.2(4H.m) 
10 46(15) 

IR(KBr)cm 1 :3390, 1310, 1150 

NMR(d 6 -DMSO) 8 <I:1.4-2.2(6H.m), 3.22(3H,s), 3.8-4.2(2H,m), 6.7-8.2( 10H,m) 
46(16) 

IR(KBr)cm ':1720, 1300, 1150 
15 NMR(CDC1,+D 2 0) S H:3.08(3H,s), 3.62(2H,s), 6.7-8.2(1 OH.m) 
46(17) 

IR(KBr)cm'':1715, 1310, 1145 

NMR(d 6 -DMSO) £li:3.18(3H.s), 3.69(2H,s), 6.6-8.2( 1 1 H,m) 
46(18) 

20 IR(KBr)cm ':3390, 1720, 1655. 1300, 1150 

NMR(d 6 -DMSO+D 2 0) d fit:3.28(3H,s), 3.8-4.2(2H,m), 6.7-8.6(10H,m) 
46(19) 

IR(KBr)cm':3370, 1715, 1310. 1170 
NMR(CDC1 ? +D 2 0) d fI:3.62(2H,s), 6.6-8. l(10H,m) 
25 46(20) 

IR(KBr)cm-':3375, 3285, 1690, 1315, 1170 
NMR(d 6 -DMSO+D 2 0) S It: 1 .0- 1 .7(4H.m), 6.6-8. 1 ( 1 OH,m) 
46(21) 

IR(KBr)cm':3330, 3240, 1710. 1325. 1160, 
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NMR(d 6 -DMSOD 2 0) 8 fiI:1.4-2.8(8H,m), 6.7-8.2(1 OH.m) 
46(22) 

IROCBiOcm'^SO. 3210, 1720, 1320, 1160 
NMR(d 6 -DMSO+D,0) 8 fg:3.58(2H,s), 6.7-8. l(10H,m) 

5 46(23) 

IR(KBr)cm':3335, 1685, 1330, 1165 

NMR(d 6 -DMSO+D 2 0) 8 it: 1.0-1. 6(4H,m), 6.7-7.9(10H,m) 
46(24) 

IR(KBr)cm"':3365, 3265, 1715, 1335, 1160 
10 NMR(d 6 -DMSO) 8 <t:2.3-2.9(4H,m), 6.6-8.1 ( lOH.m) 
46(25) 

IR(KBr)cm-':3360. 3280, 1735, 1165 

NMR(d 6 -DMSO+D 2 0) 8 it: 1 .6-2.9(6H,m), 6.7-8.2( 1 OH.m) 

mmm 47 

|5 3 _ ( 4 _ (2,4->'7J^D7xMv) - 3- (4-^f)^)^t>-*7i 
— )l>) 7i-;H >) 0.75g v 7 A - #t ^ 0.25g £N, 

N-y^fi^'^T; K 7.5ml tCflDx., 1£im> H?I±T\ i^%:^mCT \ 30 ^T^M 

20 fttzn^^^ V7n e ^x-f^^UDi, iiJRi-tilf, (4- 
(2,4->'7)^D7x/ + y) -3- (4-^)^)^^)b7x^)H 7.x 
jr.;U) tf^ o.56g *%Z>o 

IR(KBr)cm-':1720. 1315, 1150 

NMR(CDCl 7 )^ii:1.23(3H,t.J=7.5Hz)2.4-3.1(4H,m), 3.08(3H,s), 4. 12(2H,q,J=7.5Hz), 
25 6.6-7 .4(6H.m), 7.6-8. l(4H,m) 

mnm 48 

2- (2,4->7)^D7xy + -» -5-*^5^-4'->f->U^-*-l.l' 
-fc*7i-;H.00g;fc«fcU f ( (l,3-/t*V7>-2-^H MJ7x 
- ;w^X^-7 A7-0 = K 1.57g ^^Lik* -f" U > 10ml (IJJPA, 7K#T\ * U 7 A 
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ten— ■/ h 3r v K 0.4 ig «:ifiini-*o raiB*-C2«p|Rl*#L/:ft, S<bCgj£T2 

5 *Lfc«S&j::6N&& 10ml iJ J: IT 1 . 4 -v**-f> 10ml fcSn&^fi-C 24 B#r^ 

10 2- (2,4-y7^tD7xy+v) -5- (2-*iK^xfr^) - 4 > 
TfrT*- 1, 1 '-tf7i-;U 0.90g £f#£o 
IR(neat)cm ':1670 

NMR(CDC1,) $ <I:2.53(3H,s), 6.4-7.8(1 2H.m), 9.75(1 H,d,J=8.0Hz) 
HJfeftl 49 

15 vxf;i/^7^y^xf 0.51ml $r^tff h7 t K077> 5 ml OjSi&U*. 
i$T\ 60%**ffc-*- h 'J -7 A 0.10g £##Jv&Jin1-£o *V»T, 2- (2,4->'7 
;u :t n "7 ^ y 3f -> ) - 5- (2--tJl';^xf-;i') -A'-t^^f-ir-l,!' 
-t*7xx;b o.90g <0fF7k K077/ igffc 5 ml £?8T L , 1ST* 1 fl$Fifl«H$ 
i~£o £2KtM3 «£ U s Wft&^ J f-)\<(r>ffi.£ifo[zmz.. 2 NttttT pHl.O C 

J 7- )UZmz-. aJRi-tLtf, Mfe^H a B ^5- (4- (2,4 -->'7 

/PtD7xy^f-» -3- (4-^fHt7x-^) -2,4-^>^yx^| 
0.52g £f#£o 
25 IR(KBr)cm-':1710, 1625 

NMR(d 6 -DMSO) (J fifi :1.25(3H,U=7.5Hz), 2.50(3H,s), 4. 18(2H,q,J=7.5Hz), 
6.10(1 H,d.J= 1 5Hz), 6.1-1 M 1 3H,m) 
HJfctf) 50 

H2&ffil47 tRttCLT, 5 - (4- (2,4->'7it07x/+y) - 3- (4 
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-^f;^;i/*-^7x-;v) 7x-)M ^fiSif )V«:H4e 

mOieaOcm'inSS, 1315, 1155 

NMR(CDC1,) $iifi:1.24(3H,U=7.5Hz), 1.5-1.9(4H,m), 2.2-2.9(4H,m). 3.07(3H,s), 
4.14(2H,q,J=7.5Hz), 6.6-7.4(6H,m), 7.6-8.2(4H,m) 
5 HJfeffil 51 

If f ffl^T, ^ f il/X )W f Ji-t X * >K v^f ^ 0.65g £-r h 7 t: Ko 
77> lOmlllv^^^, -78rtl^iP^, «#Lfc**<b, n-T^f^'Jf^WA 
(1.68N) l.68ml HiaK^ 1 *o Rl&ift^ttU 

2- (2,4- , >'7UD7iM'» -5-*iM^-4'-^<f ^^-1.1' 
io - t' 7 x - ^ l.OOg ^ ttf r h 7 H K n 7 7 10ml tiT L, l^fi^T' 1 B# 

£ 0 *#^ft*:*£|g^£#7A?n-7 h/77f - ; : It**-*" 

is ;w=3 : 1] TttKi-tLtf, ife?i«t«)^2- (2,4->'7HD7i/*-» 
_ 5 _ (2-^fi^)^-^if-^) -4'->f^fi-l.l'-^7x- 

;u l.30g £?#& 0 
IR(KBr)cm':1295, 1125 

NMRfCDCl,) $it:2.51(3H,s). 3.01(3H,s), 6.6-7.8(1 2H,m) 
20 Hifcfll 52 

;V) -2- (2,4->'7)^D7x/#y) -l,r-e7x-i^||4, 
IR(KBr)cm-':1305, 1150 

NMR(CDC1,) 5 fig :2.89(3H,s), 3.07(3H,s), 2.8-3.4(4H,m), 6.6-7.4(6H.m). 7.6- 
25 8.2(4H,m) 
HJfcffil 53 

5 _T***-2- (2,4-v7)ltD7xAv) 

U-.^xr^ l.35g> g^tHM*"****-*^ v****' 1 '* 
^yK7mli5^rf7tKD77>7 ml ^ift^»U*^T, * 'i 7 A tert — "7* 
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^■>k o.57 g zmz.. 2 f^vnntWLtztks $ ciiST 2 B#w*#-r s 0 e:ei>& 

^fr^iJit^Rif-^OS^USD^, 2 NJSKT- pH5.0 ICJHSU 

P*i'*^tom2*.W£Tlzmmi:Q&+&o&t>tltzft8%* 10ml 
5 tC»»S-e^ft % ^ttTJUS-^A 0.50g £]&Q;i, 1 B^»iti,i $ e 

w«rai*L^«, m&Tizmmzism-tuf, m&m®(D2- (2,4 -v*™ 

^ D 7iM-» -5- ( 1 - 5 )V j-?-)i>) - 4 f ji/^jkt — ;u- 1 , 

1 '-tfTi-^ 0.80g 

NMR(CDC1 3 ) :1.50(3H,d,J=7.5Hz), 3.09(3H,s), 3.75(lH.q.J=7.5Hz), 6.6- 

10 7.6(6H,m), 7.0-8.2(4H,m), 9.75(1 H,s) 
nt&M 54 

2 - (2,4->'7)^D7xy + -» - 5- (l-*;^;Pif;i.) _ 4 <_ >f L 
/UX^*-A,-l t l'-fcr7*-^0.80g £J:OTliBfe£ 0.98g 80n i| 
£«t 24ml <7>m.&mz1jaz.. 1ST" 1 Nyfc&ffc-*- h x ) * 9.6ml ^?gT 

SKif^] T'ffl^-f tllf, ftfe^ B B B 2 - (4 - (2,4-v'7)^D7xM-» 
20 -3 - (4->f)^iWt^^7i^i) 7i — n.) 7"n e * >^0.02g £f#£ 0 
IRCKBrJcm'inOO, 1315, 1155 

NMR(CDCI,+D 2 0) <MI:1.55(3H,d,J=7.5Hz), 3.08(3H,s), 3.80(lH,q.J=7.5Hz), 6.5- 
8.2(1 0H,m) 

%wn 55 

25 MI?#B$\.T\ f- h -7 K077 > 5 mltlvM V/n e;i/T < > 0.31ml £tJD;i, 
-78t:-C\ n-"/^;U 'J -T^i^^^r^ (1.68 N) 1.33ml SrffiTL, MS 

T% lUHft^tio ^^T, 2- (4- (2,4->'7)^D7iy+y) -3 
- ( 4 - > — 17 jl — ;u) 7x-)b) gfcggjr.-?-^ i.oog co-r- h 9 t: Kn 

7 7>i)S5ml«TU l«FW«^-r4o RCDiS^J-IZg*fk^3(l0.74gO-r 
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ft^7^o7F^7^ [iSJtifc ; : »f^= 3 : l] -cffl 

$H-*ui\ ifejiiittft*ii4. nhntz-mwfo* so%r-t h >7K20mi cjda, m. 

iat?W»ffio.42g £fln;i, 4NFHfllH$i-*o iiifc£*J3.ta f |fc& 
*-CJK*i*i§M!fe, jfc*«tt^^*v^^^<£**^ «ETUiS««:lff*i-4e 

20 : 1 ] -CflHTf tefevi^co 2 - (4 - (2,4-y'7KD7i^y) 
_ 3 _ (4->fj^;ht>-)l'7x-^ — T'tl'-t* is )l>&.^?- 0.19g 

IR(neaDcm ':1735. 1685, 1320, 1150 

NMR(CDC! ? ) <5 fit :1 .42,(3H,t.J=6.5Hz), 3.10(3H,s), 4.45(2H,q.J=6.5Hz), 6.7- 
7.5(4H,m), 7.7-8.3(6H,m) 

nsfefli 56 

2 _ (4 - (2.4-->'7^t07x; + y) - 3- (4-^f*XW-)t'7j 
7x^^) KK-^f ^0.20g, N--rn^En^^^0.08g, 2.2*-T'/bf^ 
(4 V7fnz h 'J ;u) o.oi g £Gg*£fl:st3M ml i:J)Dx., 1 BtKtn^aai £ o 
£!£&#»**#* tf* no*;UACOfll£-%Ktn;i, fc^JR-t&o ff^fr 

fe^«JB«:*ii ^^tefPfttt*^^**^^ *&*»«-* 7" ^te*?*, 

Mt>:»f^=3 : l] T?ffi«i-*u*, fcfe»EMK«>«>2 -7*ot-2 - 

(4- (2,4-/7)^n7x/^y) -3- (4-^f*^H-*7iiJH 
ftSif A- 0.22g £?#£o 
IR(neaOcm-':1740. 1315. 1155 

NMR(CDCU) SH:1.30(3H.U=7.5Hz), 3.08(3H,s), 4.26(2H,q,J=7.5Hz), 5.35(lH,s), 
6.6-8.2(1 0H,m) 
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$kt&M 57 

2 -7u*-2 - (4- (2,4-v'7;^o7xMv) -3- (4-*f-;ux 
;^-;i/7x;;l/) 7x-^) Sf=^f-;u o.60g. T-fc h > l2ml££U%3 ml o 

ft^xf;v=2 : 1] -cmn-Ttili, ifeitt«W2- (4- (2,4->'7^t 
D7i;t-» - 3- (4-^f)^^-t-^7x^^) 7x-^) -2-t F 

10 O^fy^Xf^ 0.23g £?#& 0 
IR(KBr)cm-':3480, 1735, 1305, 1150 

NMR(CDC1,+D 2 0) S m :1.27(3H,t,J=7.5Hz), 3.08(3H,s), 4.28(2H,q.J=7.5Hz), 
5.20(lH,s), 6.6-8.2(10H,m) 

mmM 58 

15 2-7n^-2 - (4- (2,4 - V7 )Viru-7 ^ j -3- (4->^;u* 

l^;jV7x-)b) 7x^)M tfc&i-?-^0.59g £T-fc h- MJ >U 5 ml IligJB? 

vit:0O.29g ^^-OT-t h- h 'J 5 ml SrigTL, 12 f%ffl$t&1-2> 0 

77^- [iSHtifc ; : ftKxf ;u= 3 : 1 ] T-fim-f *ui\ ftfeift*/^ 

20 02-7J^o-2 - (4 - (2,4-->'7)^D7xy + v) - 3- ( 4 - * -7- 
iXi*x;i/7xXJl.) 7xx;i/) Bf^^-^ 0.45g £?#£ D 
IR(neat)cm ':1755, 1315, 1150 

NMR(CDCI,) £ H :1.28(3H,U=7.5Hz), 3.09(3H,s), 4.28(2H,q,J=7.5Hz). 
5 .80( lH,d.J=48Hz), 6.6-8.2( 1 0H,m) 
25 MtfcM 59 

2 -7d^- 2 - (4 - (2,4->'7J^n7x/+-» -3- (4-^f-^x 
;l/*x;i.7xx;l/) 7xx;i/) g£g£i^- ;u o.60g ^N,N-y>f^*^A7 5 K 
10ml 1;y#J5?£-£> IiSt*7 vfb-^ h 'J -7 A 0.08g £fln;i, 1 ^FPflat#i"* 0 JSClE 
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7ny^^^*?t, «aTU*«E4:9*i-*o l#f.ti/:»^*7A^ 

i»2-7"/K-2- (4- (2,4->'7Hn7xMv) -3- (4- 
5 >f;^;kt^;P7x-;H 7 i — ;W K^xf ji, o.63g =£rf# £ 0 
IR(neat)cm ':2110, 1735, 1315, 1150 

NMR(CDC1,) d fit :1.42(3H,t,J=6.5Hz), 3.10(3H,s), 4.44(2H,q,J=6.5Hz). 6.7- 
7.3(4H,m), 7.6-8.3(6H,m) 

HSfe#!l60 

io 2-7-/K-2- (4- (2,4->'7ftn7xMv) -3- (4->f^X 
71/ * ^ ;p 7 i — ;U ) 7 i — ;l/ ) g^-x -f- )l> 0.63g i3 «fc Z>* 5 % ' < V v -7 A - ^ ^ 0.20g 

*Lfcffc* «ETtC^«SE«rS*i-^lf, *fe«l«»«)2-75>'-2- (4- (2, 
4-y7^tD7x/+-» -3 - (4 — jt+foXfosh — JWy — 7^ — ;u) 

15 ft»if-^0.12g 

IR(nea0cm':3380, 1735, 1315, 1150 

NMR(CDCI,) £{i:1.23(3H,t,J=7.5Hz). 3.08(3H,s), 4.20(2H,q,J=7.5Hz). 4.62(lH,s), 
6.7-8.2(1 2H,m) 

mmm 6i 

20 2 - (2,4->'7)Ptn7x;^v) - 4 ' - * -f- )\> x >v * ^ ;u - 5 - * >u x ;u 
*-)Vt^v- 1 , 1 '- If 7 i- H/ 4.00g, 1 , 4 - ; J-t*c*Y> 30ml & «t 1 NtK 

®Ht^ h >; «7 atKvM 30mi om.&m* 5orr- 4 B#PM# L/Jft^ort* 2 B#FM 
#-f£o jS^rl^^7jc7K^^^^^^;uo?ft^(:iDx., 2 NiSBr? pHi.o 

X-nfe&'ttUX* MfelSa B s^ 2 - (2,4-y7J^D7x/+v) 
- 5 - Kd + v- 4 '- ^ f^X;kt>x ;u- 1 , 1 *- tf 7i — ;w 3.40g 
IR(KBr)cm':3460, 1300, 1150 

NMR(CDC1 ? +D,0) 8 -fI:3.08(3H,s), 6.5-8.2(10H,m) 


WO 96/26921 


94 


PCT/JP96/00499 


HifcM 62 

2- (2,4-->'7;i/tD7x;+v) - 5- tF'o + y-4'-^f)^H-^ 
-1,1 '-t'7x^^ l.OOgiJi^N.N- ->Vf)^)^7 ^ K 10ml <0?££^U 

tK<^t, # v tert-r h^v K o.33 g £friiJi£Jinl-&o stDrl^ti-rn^gfc 
5 o.49 g £}JD;L, MimT- 6 mfititW-tZo J&JS?1^£7MUd <£ i^Kxf 

:ft*if-^=io: l] -c*|*ii-;Htf x Mfe*^*^- (4- (2, 

io 4 - v 7 ;p * n 7 y 4v) - 3- (4 - ^)^;kt^^7x-i) 7 s * 
v) gt^^^n- l.OOg £|#& 0 
IR(KBr)cm'':l745, 13 15, 1 150 

NMR(d 6 -DMSO) <5 lit :1.22(3H,t,J=7.5Hz), 3.25(3H,s), 4.20(2H,q,J=7.5Hz), 
4.85(2H,s), 6.7-7.5(6H,m), 7.7-8.2(4H,m) 
15 Ht^lJ 63 

No.63(l) 

• 5 - (4 - (2,4-/7)^D7xM-» - (3-^f^X;l/^^;l/7x- 

20 IR(neat)cm ':1730, 1315, 1155 

NMR(CDC1,) S -fit :1.25(3H,t,J=7.5Hz), 1.6-2.2(4H,m), 2.2-2.6(2H,m), 3.06(3H,s), 

3.9-4.2(2H,m), 4.13(2H,q,J=7.5Hz), 6.6-7.2(6H,m), 7.6-8.2(4H,m) 

No.63(2) 

• 5-(6-v7/-6-^f it + v)-2-(2,4->7)^n7x 

25 ; + -4 , -^f;^)i'*-^-i,r-^7x-A' 

IR(neat)cm':2235, 1315, 1150 

NMRCCDCl,) SfI:l.l-2.1(14H,m), 3.06(3H,s), 3.8-4.2(2H,m), 6.6-7. l(6H,m), 7.6- 

8.2(4H,m) 

HM#J64 
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5 _ (g-yry-e-^f^yf^t^rv) -2 - (2,4-v'7)^d7i 

y V ) _ 4 ' _ ^ ^- ;u x )\s ft — ;U — 1,1'— tf7i — ^ 0.40g 4" ?£SiC^ 2 mU St 
&4 mliS.ttfjM ml <Di&&%llzmm2*t* 3Bmu&M : M2-£2>o Km&£ty 

iil^Sit Jo H ^/:»^* 7 i ? n7 h /7 7 ^ - [iSMtift; hfr*- 
> :&m^*-Ji'=5 : 1] TflHKU **feitM*&0.39g »f>n/j?4#tft«r 

1 NX&iti- V l ) ^^TK^ 0.66ml tl*§8££-£, xf;i,x-f)l«L/:i, 

10 ftfe*NI<Z>7- (3- (2,4->'7JKD7x/+v) -4- (4-^^X/U 
ft=.)V7^ — )V) 7 —2,2 — V*J-)\''^~79 >B£ 0.30g ^th'J^-^ 

IR(KBr)cm- , :3420, 1300, 1150 

NMR(d 6 -DMSO) £ -ft :0.98(6H,s), 1.2-1.9(8H,m), 3.22(3H,s), 3.8-4.2(2H,m). 6.7- 
15 8.1(10H,m) 

mmm 65 

2 _ t: - ^ h * v - 4 ' - > f- ^ * ^ ft — ^ - l,l'-t'7x;)l 
1.50g, 1 N K 'J ^7Kv£i& 6.5mL tK 8.5ml & «t tf' v "7 i - )V 3 - K— *J 
A ? o 'J K 1.7 lg CO £ 2 mm^MWi o Rt&ifc^tt <r 7KtK& <£ UffeH* 

20 if-iKOiS^tttlftlx., 2 NiSKT* pHl.O Wtt*«r«*flXi- &o &bti 

l If 7x — A- l.75g £f#&o 
25 IR(KBr)cm ':1300. II 45 

NMR(d 6 -DMSO) <5 <fi:3.23(3H,s), 3.76(3H,s). 6.54(1 H.d,J=2.0Hz), 6.8-8.1(1 lH,m) 

66 

4 _ ^ ^->_ 4 -_^f ;^)U^x^-2-7x/ + v- 1 , 1 ' - M 7 i - ;U 
1.50g *Mt**l'> 15ml UfcFJS*-*, *#T\ H^lt* * % 0.44ml St^TI" J o 
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5 ;U*-;U-2 -7xy^rv- 1, l'-t'7x^^ 1.34g £?#£o 
IR(KBr)cm ':3425, 1300, 1145 

NMR(CDC1 3 ) 8 H:3.05(3H,s), 5.20(1 H,bs), 6.4-8. l(12H,m) 

%mm 67 

10 1.30g, 3 -Mb* 'J 0.70g, 6-^OD-l, 1 - v*^f-;i/i^-> h~ h 'J ;U 
0.73g io «fc tfjKHI* V -7 A 0.58g <7)?JI3-%£ 80r T* 6 B#H*#i- 4 0 RSlR^tt £ 
7K7Ki5«t^^f-;uozS^{CJoA, 2 NttttT* pHl.O tcfH& U ;£$|Jf£^ 

7at^h, a*J£Tt;}£«££@*-f & 0 i^Mgft^*7A^nvFr 
is 77^- f^x> :S^Sfe^-f-^=9 : 1] t^itnii', fcfef£ H B a <7> 

4- (6-->7y-6->f )^7f^t + v) -4'-^f ;i^X;kt>-^-2- 
7xMv-l,l'-e7i-)l' 1.36g £*#&o 
IR(KBr)cm ':2230. 1310, 1150 

NMR(d 6 -DMSO)Sfit:1.0-2.2(14H.m), 3.27(3H,s), 3.7-4.2(2H,m), 6.48( lH.d.J=2.0Hz), 
20 6.7-8. l(HH,m) 
HJfcffll 68 

4- (6-'>7/-6-^f^7f Jt't + v) - 4 '- ^ f 2 - 

7x7+y-l,r- t'7x.-;U 0.50g, v^f^X;l/**y K 5 ml, 'J ^ 

A 0.02g J: V 30%&mt*m 0.15ml W 80*0 T 12 ^S#$-ti:^o R 

ftti:> a*fe*N&?)4- (6-*J^^^^-6-^f;^7*f;btJr-» -4'- 
^f;^^*-^- 2-7xMv-l,l'- tf 7 x. - ;l- o.47g £t#& 0 
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m(KBr)cm-':3455, 1655, 1300, 1150 

NMR(CDC1,+D 2 0) 6 11:1.0-2. l(8H,m), 1.18(6H,s), 3.04(3H,s), 3.90(2H.U=7.5Hz), 
6.4-8.1 (12H,m) 

mmm 69 

5 4- (6 - v7V - 6 -^f J^^f /Vt + v) - 4 '- p< f^XJV*-^- 2 - 
7xy#v-l,l '-tf 7i->l/0.75g, i£§fc&4 ml, gfc& 8 ml & «t O'tK 8 ml CO 

2 BWira&Sift Rl&a^-»***i5J:y , »l|J-f-*'Oa^»(z 
*-^7xz;n -3- (7x^-» - 2, 2 - v > 

&0.56g £#&o 
IR(KBr)cm':1685, 1310, 1150 

NMR(CDC1 3 +D 2 0) ${t:1.0-2.0(8H,m), 1.19(6H,s), 3.03(3H,s), 3.7-4. l(2H,m), 6.4- 
15 8.1(12H,m) 

HifeflJ 70 

4- (6-v7y-6-^f'^7*f^**v) -4'->f ;u- 2 - 

7xy + y-l,r-k:'7x-^ 0.50g, h 'J > T v K 1.04g £ X V 1 * v 

u> 5 mi (vwi&ydZ 6mrnmmffii2'£z>o kiz^^^tk^xz/y ^^><d 

20 ffL^Utinx., 2 Nia^-C pHl.O t:l^t, ^Jf£#IR-f*o &htitz^®M 
* X tf&m , M $r * v * A -c*E& 3 -tt\ iET 

Ki£&£@*i-&o f^ti/:»^*7A?n7F777^- [i§Sli£;^* 
:g^®gi^;i/= 1 : 1] X'mWiirtn£, m&MKm 0.60g f#f>*i/.:?ft 
1 NTk&ffc-f- h 'J ^Tkvtifc i-04ml t;v#fi?£-tf\ xf ;i,i-f ;VWL 

-*-*U3\ B H B <7) 4 *- > f^Xikt-^- 4 - ( 6 - > ?-;u- 6 - (-r h 7 V- 

;L/ _ 5 _ yf ^-/^ + -2-7xy^v-l,r-lf7x-;i/ 0.42g £ 

h 'J ^ A4£i: Lt!#io 
IR(KBr)cm ':1305. 1150 
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NMR(d 6 -DMS O) S it :0.9-1.9(14H.m), 3.20(3H,s). 3.90(2H,t,J=7.5Hz). 
6.45(1 H,d,J=2.0Hz), 6.7-8.1(1 lH,m) 
$ktfcM 71 

mmM 69 tmW^LX. 2- (2,4-v7;^D7xM>» -4 
IR(KBr)cm ':1685 

NMR(d 6 -DMSO) £ 1I:2.53(3H,s), 6.8-8. 1 ( 1 OH,m), 12.82(1 H.bs) 

mMm 72 

10 No.72(l) 

• 5- (N-7f ^/t? fry**: 4 )V) -2- (2,4->'7;^D7xy^v) - 4* 
-> l,r-t'7x^)b 

IR(neat)cm ':3315, 1685 

NMR(CDC1,+D 2 0) 5 <t:0.7-2.0(9H,m), 2.52(3H,s), 6.6-8 .0(10H,m) 
15 No.72(2) 

• 1- (4- (2,4-v7)HD7xM-» -3- (4-^f^ft7x-;H 
s<>*f4)V) tf n >J y >- 2 -*/UsK>tt 

IR(KBr)cm ':1735 

NMR(CDCU) <5 fit :1.6-2.7(4H,m), 2.50(3H,s), 3.4-4.0(2H,m), 4.5-5.0(1 H.m), 
20 8.81(lH,bs), 6.6-8.2(1 0H,m) 
No.72(3) 

• (4 - (2,4-v7)^D7x/^y) -3 - ( 4 - > )V X ;U * — ;W 7 jh ^ 
/u) 7x^ ;w) * >ur 5 /g^®^^ 

IR(KBr)cm ':3410, 1740, 1655. 1300, 1150 
25 N MR(d 6 -DMS O) S fit:3.28(3H,s), 3.70(3H,s), 3.9-4.4(2H,m), 6.8-8.4(10H,m), 8.9- 
9.3(1 H.m) 
No.72(4) 

. 2 - (2,4-y7^t07x^-» - 4 , ->f^/l'*-^-5 - 'J v 
y * ;i> - /u - l , 1 ' - M 7 x - )V 
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IR(KBr)citi ':1630, 1315, 1150 

NMR(d 6 -DMSO) 8 fe:1.4-1.9(6H,m), 3.26(3H,s), 3.0-3 .7(4H,m). 6.7-8.3(1 0H,m) 
Ikt&m 73 

nmmis tmmi~LX5-T*s-2- (2,4-v7^D7x/+-» -a- 

IR(neat)cm ':3455, 3370 

NMR(CDCI 3 ) 5 1i:2.48(3H,s), 3.60(2H,bs), 6.4-7.8(10H,m) 

mmm 74 

5 -T 5 7 - 2 - (2,4->'7)^n7i/+v) - 4 * ?">1'*-*- 1 , 1 *- 
10 tf"7i-^ l.OOg *mt**^> 10ml i:?#fil$^> tM^T, MJif^7-> 
0.49ml £3 J: Ify ^ > 9 > ii )V )V 9 o 7 ^ K 0.42ml £ JIII^JJP , |h] imS "C 

tK"CIS^^, MtK^-^^^ v^-e&&s-t*\ «ETUiS«t*«*i"*i.if 
15 Mfefftfl^tf) 5-y^^>f^*^'t'-)i'7^-2 - (2.4 - v 7 ^ * n 

7xM-» -4'-^^^^^- l,l'-^'7i-^ 1.20g £*#£o 
IR(KBr)cm ':3290. 1655 

NMR(CDC1 ? +D,0) SfS:1.5-2.3(8H,m), 2.3-3.0(1 H,m). 2.47(3H,s). 6.6-7. 8( lOH.m) 

mmm 75 

No.75(l) 

• 2 - (2.4-v7)^07x/ + y) - 4'-^f t-S-ynn'tz^T 
;/-Lr-t'7x-^ 
IR(neat)cm ':3300. 1665 
25 NMR(CDC1,) 8 m :1.01(3H,t.J=7.5Hz), 1.5-2. l(2H,m), 2.35(2H,t,J=7.5Hz), 

2.50(3H.s), 6.7-7.8(10H,m) 
No.75(2) 

. 5 _ M j 7; ^o7-tf^7?/-2 - (2,4->'7J^D7xMy) - 4' 
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IR(KBr)cm ':3335, 1735, 1295. 1150 
NMRCCDCl,) £fi:3.10(3H,s), 6.6-8.6(1 lH,m) 
HJfcfll 76 

5-7<y-2- (2,4->'7;^D7x^y) - 4 ^ +n,**- i , i •- 
5 0.92g £i£it*J-ls> 10ml JC?gF«¥Si*\ ?K#T\ PJxf^7<> 

0.45ml i3i[Fn-7f;^)^z;^D7^ K 0.38ml £ x. , \s\ : (mf^X'2n 

jr-t * „ n h ft /z m mm * x z>*mn , m^tm-? ? * -> 

10 77^ - [iSSiifc; ^*-*> :ftSif^=5 : 1] x-mn-ttiii, 

<T> 5 - T'f - ^XJl-t-i7;y-2- (2,4-y7*tn7xy^-» - 4 - - ^ 

1, r-t'7x^)P 0.64g £f#£ 0 
IR(neaDcm-':3255. 1375, 1150 

NMR(CDC1,) (5 it :0.7-2.3(7H,m), 2.52(3H,s), 2.7-3.6(2H,m), 6.4(lH,bs), 6.6- 
15 7.7(1 OH,m) 
HJfeffl 77 

^**StflJ 76 |31&tC LT2 - (2,4-y7i^D7x/+v) - 4 *- ^ )i> X ;W 

^-^-5->f;V^j^-;H;y-l,r-t'7x^J^j|4c 
IR(KBr)cm ' :3265, 1325, 1295, 1150 
20 NMR(d 6 -DMSO) a l:3.04(3H,s), 3.25(3H,s), 6.8-8.2( 10H,m), 9.90(1 H,s) 

n wj 78 

5-v7*y-2- (2,4-->'7^tD7x/ + v) - 4 '- * f 1 , 

1 '- t'7x-^ l.OOg U> 10ml h U 7fJl/f>7v K 2.26g 

25 > ^ y - ;U 28ml £ «t Z/ 1 20ml £ Jfflx. , 1ST* 1 B#K«# L> *fffi L fc£ 

&*iM.w.-tz>o nhtitz&gkzv^^^-^^-ztfimk, ; - ^-emzik 

**feteJl£> 2- (2,4-y'7J^n7x7^-» - 4 ' - * f - ^ X ^ * — ;u 
-5 - (f )l> — 5 — 4 )l>) - 1 , 1 •- tf 7x-^ 0.74g £t#£ 0 

IR(KBr)cm ':3395, 1300, 1140 
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NMR(d 6 -DMSO+D,0) 8 ft:3.29(3H.s), 6.9-8.3(10H,m) 

mmm 79 

2-(2,4-*y7«'*D7xy*v)-4 , -^f-A'X^*-JU-5-(f h7'/- 
^_ 5 ;u) -1,1 '-t'7x-Jl/ 0.70g li-fil/ 14ml & «fc D'ftKxf fl, 7 
5 ml K*g$£-£> WT, vT W 9 > 0.69g O -X- T" >W#i££]bD;i £ o Mim"C 1 

(2,4-'>'7^tD7zM-/) - 4'-*-7-fl/X/l/*-JU- 5 - (1 
10 -r h 9 V'-^- 5 - 4 )V) - 1 , 1 '- tf 7i-^ 0.40g £f#£o 
IR(KBr)cm':1310, 1155 

NMR(CDC1,) 5 <I:3.09(3H,s), 4.4(3H,s), 6.6-8.4(1 0H,m) 
Hifcffi) 80 

(1) 5-vT7-2- (2,4->'7)^D7x/+y) - 4 , ->f^x;P*- 
15 JU- 1 , 1 If i.00g £ 3-9 J — A> 10ml Ui8WS-t*\ 2M£T\ i&ffcTfc^ 

^^iAt-&c mis-? 24 \%mmwLfz'&, «ETi:M^@it^o 

i;-2- (2,4->'7)Pto7iy^v) - 4 ^ 1 , 1 '- 

k*7x-;i/ i.i4g £i&g£i£i: LT|#& 0 
20 (2) 5-iF + ->^/-2 - (2,4-v7)^n7i/+v)-4'->f)b 
— ;u- l, l '- if 7x — i.oog *^9 ml nflnx., 7K<t>T 

2.8 NCO^i^T >^-T--X^ y-^itflS8 ml £JJDx., 24 NFHJnftifiiS £ St 

*SJIi-*Uf, iM B B B W5-7?vV-2- (2 ( 4-y7itn7xMy) - 
4 '- p< -f-^XJU*-— JU- 1, 1 '—If 7.x — ^ 0.30g £f#& 0 
IR(KBr)cm':3395, 1300, 1145 

NMR(d 6 -DMSO) 5 <fi:3.28(3H,s), 6.8-8.3(10H,m), 9. 1 -9.7(3H,m) 


WO 96/26921 j 02 PCT/JP96/00499 

(1) mm^m^T, 60%ttiti- h 0.08g *N,N- v^f/^^T S 
K 5 ml tcJnx.*o ff^ii/rSiSt-Sia-C-rn*^^-^ h »; -7i-iU*x*j=.^ a 
7d = K0.80g £?£fll$-£/.:N,N- y>f)l'*)^7 S K 10ml £ 10 ^WtT 

5 iST-r&o ll$W*#L/.:lfe, 2-*^$^-4'-^f;i/ft-4--hn-i, 
1 '-t*7i^;U0.50g.^^P^-^^:N,N-v^-f-;u^;u^T < K 5 ml £ 15t:T' 
30fl*H*»»tT?KTi-4o £lSii£^£M?£T' 1 B#H, OV>T' 50*CT- 1 B#fM# L 
fcf£, 7K7K^<tD f ft^^-^C0?l^{lSnx.> 2 N^T- pH5.0 IZHSL, W« 

7=7-7 imWtik ;^*^> :SKif^=6 : 1] t?««i-*itir, ftfeteJI 

CO 2 — ( 2 -ro^xf-Jb) -4 , -^f;l'ft-4--fo-l,r-h , 7z 
— ^ 0.10g £f#£ 0 
IR(KBr)cm ':1515, 1340 
15 NMR(CDCI ? ) 5 fi:2.56<3H,s), 6.8-8.5(9H,m) 

(2) SS^BSTF, 4 -tfV h V-X-f-fH-'s 0.17g, 2- (2-ra*x 
■t — - 4 ' - * f fis^ * - 4 - — ho - l,r-kf7x-)b 0.20g & «fc CK-r h v 
^rX (M)7ix;^X7^» /<9 V (0) 0.33g £ 4r > U > 10ml USD*., 

4^Frasn«taat^-^*o ^»»£M*L*:flL «ETi:»*«:SitSo f#f>n 

20 /«H7i?nv^7-77^ - [mmfSL ; : @^^^-?-;b = io : l ] 

"Cfll«i"tL(f, fM H B B<7)4'-^f^ft-4-xFD-2- (2- (4-£°'J 

- l,l*-lf7i-/U0.10g*f*4o 
IR(KBr)cm ':1515, 1350 

NMR(CDC1 3 ) 8 OM. :2.57(3H.s). 6.9-9.0(1 3H,m) 
25 HJ&flJ 82 

HWJ81 (2) fc|SIttia , r4'-^f^ft-4-= ho- 2- (2- (f7V- 

;w-2-^;w) -x- f - - ;u ) - i,i'-k'7ix^^ 0 

IR(KBr)cm ':1510, 1345 

NMR(CDC1,) 8 ft:2.52(3H,s)7.2-8.8< 1 1 H,m) 
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Hifcfll 83 

2- (3- / <> , /^i't^-/y^DA^v^t + >) — 4 ' — * J- )l> 7. )l )V — 
4 — — ho- 1,1 '-\£~7 3--)V 0.30g £ 1 Njjt&ffc^ h >J *7 A;fo§i7£3 ml, 
^ > 3 ml H «t IF*- ? J - >H ml <DifL£~<%miZ in x. > 40 frmi)Uf&m. : vt *-£2> 0 

K n * v -> ^ d -> ;p ^ * v ) -4'->f«'^/l'*-«'-4--hD-l,l " 
io - kf i.lOg £f#& 0 

IR(KBr)cm':3385, 1520. 1345, 1315. 1155 

NMR(d 6 -DMSO) S ft:0.8-2.6(8H,m), 3.30(3H,s). 3.0-3.8(lH,m), 4.2-4.9( lH.m), 7.5- 

8.2(7H.m) 

UMM 84 

15 2 - t: Kn^v-4'-^f )V - A - — t>n-l,r-t'7x - ;u 

l.oog, 2 -i^-^f-^-^n/NV-^ o.50g h 7i^;u^x-7 -r > o.90g 

F7t Kn77> 10ml izmffi£-<t 2> 0 Kfci&£tyUZ 15"CT-vxf ;U7 V*v * 
u- h o.77 g ^iTL> mS-C6 0#ra#1-£o ff^ft/^tiwS^^k 

7At«H, «ETi:'MH"it^c t#^tL/j?^%«r77vA^o-7 h y 

2- (2 - ->) -4'-^f^X^-t-i-4-- l>D-l, 

r-b'7i-)l 0.33g 
25 IR(KBr)cm ':1520. 1345, 1310. 1150 

NMR(d 6 -DMSO) 8 ffi:0.8-l .5(6H,m), 2.2-2.8(3H,m), 3.26(3H,s), 4.22(2H,d,J=6.0Hz), 

7.6-8.2(7H,m) 

HJ&ffil 85 

(1) 3 tmtkiz Lt 2 = )V- 4 '--Xf-flz-f-*- 5 -- h n- 1 , 


WO 96/26921 


104 


PCT/JP96/00499 


1 '-t'7i;)^|Ho 
IR(KBr)cm ':1685, 1525, 1350 

NMR(CDC1 ? ) 8 tt: 2.57(3H,s), 7.0-7.8(4H.m), 8.0-8.7(3H,m), 10.08(lH.s) 

(2) 2 - * ^ ^ - 4 ' - f Jl'f t - 5 - - h ° - 1 , 1 '- 7 x ^ ;b 2.00g £ 

;w) -4'-^f^ft-5--hD-l,r-t'7x-;l' 1.80g £f#& 0 
IR(KBr)cm':2220, 1520, 1350 

NMR(CDC1 ? ) 8 fit:2.60(3H,s), 5.5-6.2(1 H,m), 7.0-8.5(8H,m)(E,ZMix) 

(3) mmnm^T, 2- (2->7yxt-)H - 4 --^^^^^-5-- h 

15 n-l,r-t*7i-JH .30g £ «fc h 'j 7*-^ JU-f- > T v K 3.00g £ # v U > 13ml 
lift]*., 6B#WJraft«ift$-£Se R£Dffi^*^> 9 J - to 20ml JsJ^lNiSK 

20ml ^Tjnx.. gfiT20#ra*#L*:&, zfoKfc «t OTO^-?- W'^iR^ttujpx. , 
20 ?D7K77^- [i£«£ifc; : ftKJ--f-/u = io: l] -c»iH-*iiir, 

fM B B H ^4'-^f^ft-5--ho-2- (2- ( 1 H--r h =7 v'-)l>- 5 
--f;i/) i-f — )V) - 1 , 1 '- M-7 jl — ;l/ o.63g £f#& 0 
IR(KBr)cm':3450, 1520, 1345 

NMR(d 6 -DMSO+D 2 0) 5 <t:2.54(3H,s), 6.9-8.5(9H,m) 
25 H WO 86 

No.86(l) 

. 4 _ ( 2 - (4-^f;l,X^*-il'7x-^) -4- - FD7x;#y) 


WO 96/26921 


105 


PCT/JP96/00499 


IR(KBr)cm-':1685, 1525, 1345, 1305, 1150 

NMR(d 6 -DMSO) d fiI:3.26(3H,s), 7.1-7.4(3H,m), 7.8-8.6(8H,m) 
No.86(2) 

• 4 **)l>7s)V*=.)V- 2 - (2-tf V v*^^#->) - l,r-t"7xz^- 

5 5-*Jl"K>K 

IR(KBr)cm':1705, 1300, 1150 

NMR(d 6 -DMSO) 5 flt:3.24(3H,s), 7.0-7.5(3H,m), 7.6-8.3(8H,m) 
87 

MMW 11 tlBj^U LT2 - (4-tKn^>7i^-» - 4'->f 
io ^-5--fn-l,r-t'7x^;^f|^ 0 
IR(KBr)cm-':3390, 1520, 1350, 1300, 1145 

NMR(d 6 -DMSO) 8 tt:3.30(3H,s), 6.8-7.2(5H,m). 7.8-8.4(6H,m), 9.62(1 H,s) 
mifem 88 

HJfcfllll i:I^Ii:LT5-y7y-2 - (1 - * 2 -**v7u\£fr** 

15 v) -4'-^>l'*fl'* — /u- 1. 1 7x-;u?:||4 0 
IR(KBr)cm':2225, 1720, 1300, 1150 

NMR(CDCl ? )£ft:1.50(3H.d.J=6.8Hz), 2.13(3H,s), 3.13(3H,s), 4.87(1H. q, J=6.8Hz). 
6.90(1 H, d, J=9.0Hz), 7.4-8.3(6H,m) 

1 

20 1 -7D^- 2-^DD-5--fo^>-t'> 12.0g, 2,4-v'7)^D7xy- 
^ 7.30g io «t ZF&i&mM.j3 »J V A 7.70g £ N, N - v * -f- ^ * >U A y ~ K 60ml lljfl 
x., 2B^F^J!lP^i§^L?-^'2>o REd^^^tKtKUIJPx., 2 Nil$T* pHl.O HHSSI 

25 *7A^D7F^77^ - I > ifttti*" * =20: 1 ] T'ffl^i" *Uf , 

IMa B B^)l-7'Dt-2- (2,4->'7)l'tn7iMv) - 5--hn^<> 
-fc*> 14.3g 

Ifc 103-1 04 *C [i^y-A/] 
IR(KBr)cm ' : 1 5 1 0. 1 350, 1 255 
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###12 

2 - (2,4-y7^D7xMy) -4 hn7-U > 27.0g 110ml, 
jjc 66ml & «t D^K 1 10ml <0rl£i£8£i;J!JD;i, 0-5 TC-CffiffiK^ h U A 7.42g 

Sr^tp*66mI»fS**Ti-*e RiWfCl«fWa#L^ Rt&ift^»**fklH 
(I)17.9g, JUt* h »; ^ 12.8g, 47%*ffc*3KIfc 110ml & X XT * 66ml OfE^ifc* 
^0-5tt-iTt^o 25tTl i^waflsLAift, gfc&-*-^*'-C#|fch1-£ 0 tfb 

•7-f- =20:1] -Cffi£H-*Ui\ IMb b b 0 1- 7 

- (2,4-y'7^tn7x;+y) - 4 h n^>-tf > 21.7g £f#& 0 

Hi*:i03-i04 , C 

IR(KBr)cm 1 530, 1 505, 1 350, 1 250 
###13 

###12 tmmzLX. ^5 a £ X 5 b Offc^&fcf**,, 
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m5 a 


X 







R 2 

R* 

R 4 

3(1 ) 

"OH® 

NO z 

H 

3(2) 

"OH® 

H 

N0 2 

3(3) 


NO z 

H 

3(4) 


COCHj 

H 

3(5) 

-O-^-F 

CN 

H 

3(6) 


H 

CF 3 

3(7) 


COOCHt 

H 

3(8) 

-oJ&-F 

H 

COCH, 
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£5 b 

*j0 

-:: 




ft 


#*«No. 

R 2 


R 4 

3(9) 


H 

COOCHs 

3(10) 


N0 2 

H 

3(11) 

-O-^F 

H 

CHO 

3(12) 

-C^)-F 

CF 3 

H 

3(13) 


H 

OCH 3 

3(14) 


H 

CH 3 

3(15) 

-cf-^F 

H 

CN 


ft 5 a£«tt>*lc5 b<7Mt^<^14£i^Tl^-fo 
No.3(l) 
lt*:73-74t: 
5 IR(KBr)cm': 1520.1 340 
No.3(2) 

IR(neat)cm 1 : 1 5 1 5 . 1 340, 1 275 
No.3(3) 
10 St*:119-120r 

IR(KBr)cnn 1 : 1 520, 1 345 
No.3(4) 


WO 96/26921 109 PCT/JP96/00499 

St*:72 -73"C 
IR(KBr)cm ': 1680,1 505 
No.3(5) 

S4l*:118 — 119*C 
5 IR(KBr)cm" 1 :223 5 , 1 505 
No.3(6) 

IR(neat)cm 1 : 1 5 1 0, 1 325 
No.3(7) 

10 

IR(neat)cm ': 1725,1 505 
No.3(8) 

St*:59 -60t: ['fVT'D t';i/X-f ;H 
IR(KBr)cm': 1675, 1500 
15 No.3(9) 

St * :98.5 - 1 OOt: [Six ^ ;U - ^ * > S^^flS ] 

IR(KBr)cm ': 171 0,1 505 

No.3(10) 

Si*:i32-i33t: 

20 IR(KBr)cm': 1520, 1505,1 350 
No.3(l 1) 

Si*:63-651C [i^y-^] 
IR(KBr)cm" 1 : 1 700, 1 505 , 1 25 5 
No.3(12) 
25 •/ft^^J 

IR(neat)cm': 1505, 1330 
No.3(13) 

IR(neat)cin': 1510. 1205 
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No.3(14) 

IR(neat)cm 1 : 1 505, 1 490, 1 250 
No.3(15) 
5 Stl*:93 -94 

IR(KBr)cm':2235,1505 
###J4 

TK^fb-f h U ?A 0.36g £?£PL 24ml C2-rn^-5-^ F + v7x 

y-)V i.50g*JJ:tr->*7i — >U3- K-^^^n»; K 2.34g £Snx., 1 B^KSD^il 

v - 2 -7x;+v^>t'> 2.10g 
IRCneaDcm"': 1595,1490,1 170 
15 5 

###)4 £Htt»CLT, l-T'o^-4 -7;^D-2-7x/ + v^>-t'>^ 

IR(neat )cm 1 : 1 580, 1 490. 1210 
###J6 

20 3 , -?DD-4 , --Fn7th7x; / 4.60g, 2,4-->'7)KD7x;-^ 
3.60g £ «t U ^ ^ 3.82g £ 3r v > 46ml CI7JDX., 2 B^TJD^iti/t £ 

>UT-S*SJI1-*U^ ilffe& B B W3'- (2,4->'7^D7x/ + -» -4'- 
- (>D7tl-7xy> 4.50g £?#£c 

25 s$.^:ioo-ioit: o?/-^] 
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in 
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£6 


3d 
id 


##0iJNo. 

R 2d 

R 3d 

R 4d 

7(1 ) 


CN 

H 

7(2) 


CF 3 

H 

7(3) 

F- 

-0-®-F 

H 

-C-CH 3 
O 

7(4) 

F^ 

H 

CN 

7(5) 

-0-<g)-F 

H 

CF 3 

7(6) 

-0-®-F 

H 

-CHO 

7(7) 

F>_ 

H 

- COOCHj 

7(8) 

-cAg>-F 

H 

CH 3 



7(1) 16,6:116-1 17*0 

7(2) Hfeyft^^ 

7(3) m *:94-95r [3-9 S - >W] 

7(4) iL£:99-100T: [i? / 

7(5) Jtfertfiflctt 

7(6) 116:93 - 94/C [> ? J -to} 

7(7) S>*:88-89t: / - )l>] 

7(8) Hferfllflcl* 
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3'- (2,4-/7iPt07iM-» -4'-^l<D7-tl>7x; / 22.6g, ffcf/j 
22.6g J3 1 r^ttftT 2.27g $rx^/-^ 360ml & «t O'tK 180m! O 

^HJJDx.. lB#P B ^n^Sit^-tt^o ^£^£ii££L*:&, ^J3ET(:i§&£S£1- 

y-JVTft&Mi-ttUf^ tefe|± H B a c0 4 '-T ^ y - 3'- (2,4->'7^tn 
it*:115.5-116.5r |>*/-;U] 
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87 




R 2d 

R 3d 


9(1 ) 


CN 

H 

9(2) 


CF 3 

H 

9(3) 

-c£©-F 

H 

-C~CH 3 



O 

9(4) 


H 

CN 

9(5) 


H 

CF 3 

9(6) 


COOCH3 

H 

9(7) 

-O^T-F 

H 

COOCH3 

9(8) 


H 

CH 3 




No.9(l) afe*:114- 

-115*C [>?y- 



No.9(2) M&'i&tityd 



No.9(3) f§t£:117- 

-nsr 

*] 


No.9(4) Bl&:102- 

-io3r 



No.9(5) Hfevft^^ 



No.9(6) li*:118- 

-i2or 



No.9(7) M*:82- 

83*C [>fV7*Dtf;PX-f H/] 


No.9(8) M&:59- 

60r [^*^>] 
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##« 10 

3- (2,4-y7HD7iM"» - 4 h v*- h 'J JU 8.00g £i£fifc 

&56mK B^40ml i3 J: ^ 40ml 0?S^?#<KiC»Dji, 130r T* 1 B# W 0 R 

5 li\i£ltfe*Sil<0 3-(2,4 -y7)^n7iM-»-4 h n^ifKs.l Ig 

i4l.£:187- 188*0 \J-9J-to1 
##011 1 1 

3- (2,4->'7;^n7xM-» - 4 h n£,g.#$ 4.00g, ->'^^;u^ 
10 ^ 1.88g £<t Tfmfcm&il } ) A 2.06g £T-fc h > 40ml izm*.. 1 B#Kfln&i5ii£ 

i&£fe*SB<0 3 - (2.4-/7^tD7xy + y) -4-zf>n$,|f||/f^ 
15 3.60g £?#& c 

®fe*:79-8ir \3-9 J-to] 
12 

2 - 7n^- 4 h OT-'J > 6.00g & «£ £>' 4 - y'^fiT ; 7 t: 'J v > 0.12g 
*$k*.Wm. 30ml twADx.. 40"CT* 24 B#|t8«£*rf£ 0 Rtt-iR#»«r**i;tt]x., 1 

n7^t>7-'J K5.02g£-f#£ o 

St*:i30-i3ir [i* y-;u-r-t h »; >W!3i§J£] 

###J 13 

M^^H^Td 2'--7*o^E- 4 '- — h DT-t h T — 'J K 3.30g, 4 -7^* n 
25 ~7 — h «; 7*f-;Uf-> 3.89g & «fc h ( h 'J 7x-^77 ^ >) /<9 

v^A(0)0.44g * 33ml UflPx., 2 B#r41in^&&tS-£&o «EETU»<ft«r 

^=3:1] "Cffi^i-nidf, ffe»2'- (4-7)^07x^;b) -4'-- 
h oj-t F 7— 'J K3.05g 
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14 

2'- (4 -7)l'tD7i-Jl') - 4 "-•=■ h ny-fc h T-'J K 3.00g * 7.5ml, 
7K 7.5ml £ «fc tfv * > 15ml 0>i&£-»«Kft]X., 90*0 T 1 WFMttffi" £ o Sfc 

5 iS^^7X7K^«tu f gmj-f-;K75?i^(i]!jn^, io%*®tffc^ h 'J ^ A*»flt-c? 

P H7.o kpssu w«nsr^i-*e &btifzGmmz*&£v c &m&&*x-m>k 

-4- - hD7-'J / 2.34g £f#£c 
10 jK*.:140-14ir [x^-^-7th-FU^Mi] 
15 

2 4 - — h D7- 'J > 3.00g 7 30mK f t-7kFD7 

7 > 20ml £«tl/7K 10ml tfclCiDx., wtf>»ffi IC*#T, jfcJHfc***-*- 

h 'J ^ A o.90g £ 30 53"KT-^#J?.»-r^)o MfiT 1 B#H«m:&, Rl&iS^ftS:* 

15 iJJiO'ftBlif-^OS^flt^lnix., 1 N^fpHl.O i:16ti e 

flfcU 7fci3«ty f tafI]^:il7KT-Jl|R^^-m, *StK^"7^^-> A-C*£ift$-t*\ ft 
J±TUig&£@£-f *feriM#totf> 2 - U-fc Ko + ^>>jH -4- 
-FD7-'J> 3.00g £f#&o 
IR(neat)cnT 1 : 3475.3380. 1 625, 1 505, 1 490 

20 16 

2- ( a - Kd# v r ;u) - 4 h DT— »J > 3.00g £ig:fi£&6 ml, 
9 ml £ «fc tflfeK 15ml Ojl^iSISElIfiPi., 0 - 5 "CT'SSi^^ h'i7i l.OOg 
tr7K5 ml il^iTt^o RliBftT 1 l$ro«#Lrt:ft, RI&ift^tt«:*fb»i ( I ) 
2.30g, $kiti- h 'J ^ A 1.60g, 47%IHt:7kS^ 15ml £ «£ C^tK 15ml COrl^igilfc^ 

25 ^o-5*CT'iiTi-^>o 25r-cmmiiim tm^fr-emm-tzo nhixtz 
[*#*t?ft ; ^*-*>:Sfc&i^=20: i ] -efliisii-iudr, *tfe?dMK&?> i-7*ot 

-2 - (a-tKD*-> / ^^) -4--ho^>-b'> 2.40g o 
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IR(neat)cm ':3420,1 525, 1 345 
##M17 

1 -7nt- 2 - {<* -fc Kn ->M> V )V) - 4 -— h n^>-tf> 3.oog £• 
'J -7 >U*oft=^ 6.0ml KiS»¥Si*\ 1£T* h ')xf^V7^ 4.7ml * 20 frWCffi 

io h n^<>-tr > i.70g 5rf#^ 0 

IR(neat)cm 1 : 1 525 , 1 340, 1 030 

1 -7n^- 2 - U - k: Ko + yM>>^) - 4- -ho^<>-b"> 5.00g £ h 
50ml Uv§ft¥£-t2\ MiE-emft?-gHL-7>#*> 7.00g fcjflx., 2B$KjftL< 

is mn-tz>o zbiz, mm~mt-r>if> s.oo g fciianu i^sj£T2ii#raam*i-*o 

-jihn^>-fc*> 3.90g £f#&o 
®l*:116.0-118.0t: 
20 ###!] 19 

2 ' - (2,4-/7)^D7iM-» -4 , --^o^>x;^>7- 1 ) K 
7.00g * >X^*>B* 35ml UJlD/U 90t;t* 2 fl#fflfltfrr&o Si&iB^«r* 

TKiUnx., io%7K»fk^ h 'J ^TMSifct* p h9.o uijil, ftixf^-eiwt 

7 -f - [*««[;^^* >:R£*.x*-fl/=3:l] T-ttlli-r^lf, HfefSJI?>2- (2, 

4-/7^tn7i/#v) -4- - hD7-'J>' 4.70g 0 

M*:120.0-121.0r 

IR(KBr)cm 1 :3490,3 355, 1 505, 1 295 
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##^1J 20 

*#T\ *7KftK 150ml (I 2 - (y^nA^y^^y) T - 'J > 1 5.0g * frfiJiiS 
j&DU RIiBJtTl^FBIttTfi"*o jftSTCi^^SiL, »<b*ifc«S»**i3 

^ n^*v;U*4rv) T-fc h 7— 'J K 14.0g £f#<i>o 
iSt*:70-71.5r [^fvynf^X-ffl/] 
IR(KBr)cm' 1 :3290,2935, 1 660, 1 525 
21 

2'- ( v ? n^^f v) T -t h T — 'J K 12.0g 120ml IZt&IR $ 

7KitT 70%ffiK 9.4ml £ 1 Bf&g-eigT-f&o ElfiJKT 1 I^Witttft, JRtfciS 
^fefctoMsJOWtt^^fi^ftKlnix., j^&Tk^ h } ) V u X' P H8.0 izm 

77<- m&WL ; ^^r-»7- >:»Kif ^ = 10: 1 ] T-ffitH-*Uf » Hfe^ B B B ^ 2 * 
-y^DA + y;l/t^">-4'-- h n T -fc F7-'J K(I)5.62g i5 J: fefSJI 
2'-y^ D A^y^t^y-5'--fD7-t h7-'J K(II)5.30g 0 

(I) M^.:93.5-95t: [-X^y-JU] 

(II) S!l!*:105.5-109 , C [i^y-JW] 

22 

Tfc&ft* V ^ ^ 3.64g £ y * y - 90ml Cl<7)?#i£tl 2'-v? 

v ;U*^-> - 4 • — — b n T-t h T— 'J K 9.00g £tJP;L, 1 B#WJra&jB8iL$-£&o 

y^DA^y^t4rv-4--hD7- l i> 6.90g o 
II* 85.5- 88^ [i^y-^] 
23 
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###|22 tWLt, mferfll^^2-v^n^^->;i/^#v-5-- For 

-'J >*&Z>o 

IR(neat)cm 1 :3490 t 3385.2940, 1 5 1 0, 1 340 
##00 24 

5 4- (2,4-y'7^tD7iMy) - 3 hn^>X7ift K 5.00g, i 
^-l^^^i; n-;U20mK p- h J- > X ;W * > & 0.38g £ h )VJ^> 20ml ICtJD x_ , 

10 f^ B B a <7)4- (2,4->'7)^D7xMv) - 3 h OA>X7^ft K 
i^U>T-t^-^5.70g £?#£o 
Sfe^:66 - 67t: [i^y-^] 
25 

4- (2,4-y"7)^D7xy+v) - 3 h D^yXTifb Kif l/>7 
15 -t?-^5.50g y-;U 80m! Uvgfc?£-£, 5 % >< 7 v r 7 A - 0.25g £ 1]Q 

fefeig&tf) 3-7; / -4 - ( 2 . 4 - ->* 7 JU * n 7 i / # v ) ^ > X T )l 7 1 K 
xf I/>7-t^-^ 3.30g £f#&o 
20 84^:75.0 -77 .Or |> * /-^3 

NMR(CDC1,) 5 fiS:3.5-4.3(6H,m),5.73(lH,s),6.6-7.3(6H,m) 

26 

3_7-^/-4 - (2,4-y7HD7xy**» ^>X7^f'tKxf l/>7 
-b^-;V l.OOg *Wkffi& 1.6ml, 7K 2.4ml & «fc tKg^ 4.0ml OiS^ig&t-inix., 0 
25 - 5 T;-CS5fiS|-t- F'J7A 0.24g £^tr7K 3.0ml iliil^lTL, Elfiftt: 1 B#fM 
#-f£o J£lS&^£l^ti3(I)0.64g, *tt^F'J7A 0.46g, 47%*ft7lC^K5 
ml £> «fc Z>*7K 10ml Ofi^ffit- 0 - 5rtiTt^o 25t:T* 1 ISIBHJTO LfcflL St& 
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)V7*K. K0.48g £t#£o 
lt^:63.0-65.0 e C J - ^] 

5 ##00 27 

3.-7-0^- 4 '- (2,4- v 7^^n 7 .x. 7 v) T-t h T — 'J K 5.00g 
gfc&50ml Uv§8?£-£, 70 rT' 1.09ml £?&T1-£o [^£St* 1 WffltitftLtz 

^felS^B^ 5"-7*o^- 4 •- (2,4->'7;^n7x^-» -2"--hor 
■tf7-'J K2.80g £f#&o 

###J 28 

15 ###J2 hl^U LT^ 12 <7Mb£^3M#£o 
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«12 



R2 

r\ 

R 3 

R 4 

28(1) 

-°-0 

H 

CN 

28(2) 


H 

CF 3 

28(3) 

-o-O 

H 

CN 

28(4) 

-o-O 

H 

CF 3 

28(5) 


H 

CN 

28(6) 


H 

CF 3 

28(7) 

— O-^ ^— F 

H 

CN 


m 12 <7>it&y><n®&z&TiZ7fi-to 

No.28(l) 
IR(neat)cm ':2225 

NMR(CDCI ? ) 8 fl:l.l-2.4(10H,m),4.2-4.7(lH,m),6.8-7.9(3H,m) 

No.28(2) 

IR(neat)cm ':1330 

NMR(CDC1,) 8 ft: 1 .0-2.3( 1 0H,m),4.0-4.6( 1 H,m),6.7-7.2( 1 H,m),7.3-8.2(2H,m) 

No.28(3) 

IR(KBr)cm"':2230 

NMR(CDC1 3 ) 8 li:6.7-7.7(7H,m),7.8-8.0( 1 H.m) 

No.28(4) 

IR(neat)cm':1325 
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NMRCCDCl,) d fg:6.8-7.6(7H,m).7.8-8.0(lH,m) 

No.28(5) 
IR(KBr)cm':2225 

NMR(CDCI,) 8 li:6.6-6.9( 1 H.m),7. 1 -7.6(5H,m).7.8-8.0( 1 Hjn) 

5 No.28(6) 

IR(neat)cm'': 1500, 1325 

NMR(CDC1 3 ) a fi:6.7-7.7(6H,m),7.90(lH,d,J=2Hz) 

No.28(7) 
IR(KBr)cm':2230 

10 NMR(CDC1,) 8 ^t:6.6-7.3(5H,m).7.51(lH,dd,J=2.8Hz),7.92(lH,d.J=2Hz) 
##$J 29 

1-70^-2-^0-5-^^^^^ 5.00g fciO f 2-tKn + vl: , J 
V y 2.41g *N,N-->*^f-^*^^7 ^ K 35ml l-2JDX.> 5 - lOTT**/ 'J A tert 

-r h k 2.85 g zfrmmu-tZo Kfcu^wz 3 ^r B ^n^sif$^^^, 

_ ro ^._ 5 _ - J, o- 2 - [2 -V ^>"t*> 2.80g t#^o 

20 IR(KBr)cm' 1 : 1 5 1 0, 1 345 

NMR(CDCU) 5 |g:6.9-7.5(3H,m),7.6-8.3(3H,m),8.4-8.6(lH,m) 

###J 30 
No.30(l) 

25 1 _ 7 -n^-5-->T/-2- (2-tT'J 
IR(KBr)cm':2235 

NMR(CDC1,) a {§:6.9-8.3(7H,m) 
No.30(2) 

1 -7D€-2- (4-^Kv7xM'» _ 5 -~bn^>-fc*> 
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IR(KBr)cm ':1505,1345 

NMR(CDC1 3 ) 8 fit:3.8 1 (3H,s),6.6-7.3(5H,m),7.9-8.2( 1 H.m),8.3-8.6( 1 H.i 
No.30(3) 


1 - 7o^- 2 - 

• ( 4 - v 7 7 7 x 

-5- 

— h D ^ > -tf > 

IR(KBr)cm ':2220, 1 5 1 5, 1 345 




il :7.0-7.3(3H,m), 7.71(2H,dJ= 

=9Hz). 8.21(lH,ddJ=9.2Hz), 

8.57(1 H,d,J=2Hz) 




###J 31 








«13 





R2 




0 2 N' 




R 2 

R 3 

R 4 

31(1) 

_ y v 

-°<j> 

H 

CN 

31(2) 


H 

CF 3 

31(3) 

-°-<z> 

H 

CN 

31(4) 

-°-o 

H 

CF 3 





31(5) 


H 

CN 





31(6) 


H 

CF 3 

31(7) 


H 

CN 


m. 13 (Dit^^^i-iTHTjki-o 

No.31(l) 

IR(KBr)cm':2235. 1 535. 1 360 
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NMR(CDC1,) 8m.:\.l -2.4( 1 0H,m),4.3-5. 1 ( 1 H.m),7.0-8.5(3H,m) 
No.31(2) 

NMR(CDC1 3 ) 5ffi:1.2-2.3(10H,m),4.3-4.9(lH,m),6.9-8.6(3H.m) 

No.31(3) 
5 IR(KBr)cm':2225.1530,1350 

NMR(CDC1,) S H:6.9-7.9(7H,m),8.2-8.4( 1 H,m) 
No.31(4) 

IR(KBr)cm': 1540,1 325 

NMR(CDC1 ? ) S <i:6.9-7.9(7H.m),8. 1 -8.4( 1 H,m) 
10 No.31(5) 

IR(KBr)cm ' :2230. 1 530. 1 360 

NMR(CDC1 ? ) 5flt:6.9-7.1(lH,m),7.2-7.5(4H.m),7.6-7.9(lH,m).8.2-8.4(IH.m) 
No.31(6) 

IR(neat)cin ':1545,1325 
15 NMR(CDCK) £li:6.8-8.0(6H,m),8.29(lH,s) 

No.31(7) 

IR(KBr)cm 1 :2235. 1 530, 1 350 

NMR(CDCU) S it:6.9-7.4(5H,m),7.75( 1 H.dd,J=2,9Hz),8.25( 1 H.d J=2Hz) 
##00 32 

20 ##£0 8 t|H|ii:Lti 14 0ffc£-tt*f#*o 
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SI 4 

H 2 N-^^R 4 



R 2 

R 3 

R* 

32(1) 

-o^> 

H 

CN 

32(2) 


H 

CF 3 

32(3) 

-o-O 

H 

CN 

32(4) 

-o-O 

H 

CF 3 

32(5) 

-°^z> 

H 

CN 

32(6) 

-0^3 

H 

CF 3 

32(7) 

— o— ^ y~F 

H 

CN 


No.32(l) 

IR(KBr)cm':3480,3375,2220 
5 NMR(CDC1 3 ) 8 fi: 1 .0-2.3( 1 0H,m),4.0(2H.bs),4.2-4.6( 1 H,m),6.6-7.7(3H,m) 
No.32(2) 

IR(neat)cm 1 :3485,3385 

NMR(CDCI 3 ) 8 m.: 1 . 1 -2.2( 10H,m),3.6-4.2(2H.m),4.0-4.5( 1 H,m),6.8-7.3(3H,m) 
No.32(3) 
10 IR(KBr)cm':3480.338O,2225 

NMR(CDCU) d fil:4.I2(2H,bs),6.6-7.6(8H.m) 
No.32(4) 

IR(neat)cm 1 : 3490,3 390, 1 340 

NMR(CDC1,) <5<I:3.8-4.2(2H,m),6.8-7.6(8H.m) 
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No.32(5) 

IR(KBr)cm-':3490,3365,2215 
NMR(CDC1,) 8 flt:4.20(2H,bs),6.5-7.9(7H,m) 
No.32(6) 
5 IR(neat)cm- , :3490,3400 

NMR(CDC1,) S {I:4.10(2H,bs),6.6-7.5(7H,m) 

No.32(7) 

IR(KBr)cm 1 :3480,3380,2230 
NMR(CDCU) d fi:4. 1 0(2H,bs),6.5-7.2(7H,m) 
10 33 

4 _yn^>-t'>^)Wt»-)^D7^ K lO.Og h7t Fn77> 50ml 

zM£T 25%T >^-T7K 8.00g SrtBx., fa]imT" 30 5h ISt 24 B# 
FiS]^#1-£o R^?1^^7Ki5«t^g^i^^^?l^^tJaA, 2 Nlfi^T pH2.0 

i -yn^ty-tfy 7.93g &f#£o 
IR(neat)cm ';3330,3240.1330,1150 
NMR(d 6 -DMSO) d fi:7.44(2H,bs).7.68(4H,m) 

20 ###J 34 

##1?lJ 33 h|s]**t; Lt 

IR(neat) cm';3295,1325,l 165 
###J 35 

4.85ml *3 i Iff (h'j7x-^7^) A (0) 0.04g 

So ||f)ti/:^H7i?07br77^ - 
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— ;W h U -7+)V+> o.52g £|#£ 0 
IR(neat) cm';3345.3270. 1 340, 1 1 65 
36 

IR(neat) cm';3295,I325,l 165 

NMR(CDCI 3 ) 8 i&:0.6- 1 .9(27H.m),2.65(3H.d,J=5.5Hz),4.4-4.9( 1 H,m),7.4-8.0(4H.m) 
###1 37 

10 No.37(l) 

• 2- (4-7n^-3- (2,4-v7J^n7xMy) ft^xf 
;u 

IR(neat)cm ':1735 

NMR(CDCI,) 8 m :1.20(3H,t,J=7.5Hz), 3.49(2H,s), 4. 12(2H,q,J=7.5Hz), 6.7- 
15 7.7(6H,m) 
No.37(2) 

• 2 - ( 3 -7n^-4 - (2,4-y'7H07xMy) 7xx;H ftgxf 
;u 

IR(neat)cm ':1735 

20 NMR(CDCI 3 ) 8 ft: 1 ,26(3H.t.J=7.5Hz).3.55(2H.s),4. 1 7(2H,q,J=7.5Hz),6.6-7.7(6H,m) 
No.37(3) 

• 4- (3-7o^-4 - (2,4--/7J^07x;+-» 7xx;H gg^JL-?- 
;u 

IR(neat)cm 1 : 1 735 

25 NMR(CDC1,) 8 fit :1.26{3H.tJ=7.5Hz), 1 .7-2.8(6H,m), 4. 15(2H,q,J=7.5Hz),6.6- 
7.6(6H,m) 
38 

No.38(l) 
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• 2- ( 3 — "7" n — 4 - (2,4-v7J^n7xy^-» — JU) 

NMR(CDC1,) 5 fi :1.23(3H,U=7.5Hz). 1.6-4. l(3H.m),4.22(2H.q.J=7.5Hz).6.6- 
7.7(6H,m) 
5 IR(neat)cm l :3425,1735 
No.38(2) 

• 2- (4--7'o^-3 - (2,4-->'7ftn7xMv) 7 ^ - ;u ) - 3 - k: 

39 

io HifeflUi ^ii:ttWT<7)fl:^^!#io 

No.39(l) 

• 2- (3-7o^-4 - (2,4-v7)^n7xM-» 7^ — rtO r ? 'J ;u 

NMR(CDC1 ? ) a 1i: 1 .29(3H,t,J=7.5Hz),4.23(2H,q,J=7.5Hz).6.8-7.8(7H,m) 
15 IR(neat)cm 1715 
No.39(2) 

• 2 - (4-7n^E-3 - (2,4-/7J^07x^y) 7 ? U ;u 
##15!) 40 

20 HJS15IJ42 fc|W|»tI LTWTWfl:^S:||So 
No.40(l) 

• 1- ( 3 -7o^- 4 - (2,4-v7;l'tn7xy+-» 7x^)H y?n7 
IR(neat)cm "': 1715 

25 NMR(CDC1 3 ) o fl :1. 18(3H,t,J=7.5Hz)J.0-1.8(4H,m).4. 10(2H,q.J=7.5Hz),6.6- 
7.7(6H,m) 
No.40(2) 

. i _ ( 4 -yn^- 3 - (2,4->'7'^°7x^-» 7i — ;U) v 7 n -f 
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IR(neat)cm ':1720 

NMR(CDC1,) S ife :1.13(3H,U=7.5Hz). 0.95-1 .35(2H,m), 1 .35-1 .70(2H.m). 
4.08(2H,q,J=7.5Hz), 6.7-7.7(6H.m) 
##W 41 

5 HJfefl|43 tmmi- LX 1 - (3-7D^-4- (2,4-v7)^07x^-» 
IR(neat)cm l :1720 

NMR(CDC1,) S II :1.15(3H,U=7.5Hz), 1.6-2.2(6H.m), 2.3-2. 9(2H,m), 
4.09(2H,q,J=7.5Hz), 6.6-7.7(6H,m) 
10 ###!I42 

No.42(l) 

• 3- (3-7*Dt-4 - (2,4-y7^tD7x; + y) 7^^;U) 7"ot> 

15 IR(nea0cm"':1710 

NMR^DCl^O) S -fi:2.4-3.1(4H,m),6.4-7.9(6H,m) 
No.42(2) 

• 3 - fu^- a - (2,4--/7;^n7x/ + y) £.t.#B£ 
IR(KBr)cm ':1685 

20 NMR(CDC1,+D,0) S fI:6.6-7.4(4H,m).7.95( 1 H.dd,J=2,8Hz).8.40( 1 H,d,J=2Hz) 
No.42(3) 

• 4-7*n^-3- (2,4->'7J^D7xy + v) 
IR(KBr)cm '.1690 

NMR(CDC1 3 +D ; 0) 8 fit:6.8-7.9(6H,m) 
25 ###1 43 

v.x^;U*X* Vg^i^;U 4.2ml £-r h v Kn 1 =7 > 40ml 7^<% 
Tfcmiti- h «; ^ A o.85g £Jjn;L> ov>tf KD7?> 20ml Hfgfl? 

1 — "7*0 ■=& — 2 - (2,4-y7J^n7x;^v)-5-*iM ;l"X>-fc' > 6.00g 
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(3-rn^-4 - (2,4-y7^tn7xy4v) T * «; 

5 ^Kxf^Sr 5.00g £7#£o 
IR(neat)cm ':1710 

NMRtCDCI,) £ fi: 1 .33(3H,t,J=7.5Hz),4.23(2H,q,J=7.5Hz),6. 1 -7.9(8H,m) 
#3£#lj44 

3- ( 3 -7o^- 4 - (2.4-y'7)l'tn7iy^v) 7^ — ;u) T ? 'J 
10 i^;us.OOg ?:N,N-y^f^*^A7 ^ K 50ml Uig S^^y^A- 
l.OOg fcJDx., -firs, UTET\ 3jc**aET\ 4«#t4 0 U 

^*-*> : ^i^;i/ = io : 1] TflHK-ftuf, Mfe?*^<7>3- (3-7o^ 

-4- (2,4->'7)^D7x;+-» "/D tf:t 4.00g 

15 t#& 0 

IROieaOcrn'rHSS 

NMR(CDC1,) 5 fit :1.23(3H.t,J=7.5Hz).2.4-3.1(4H,m),4.13(2H,q,J=7.5Hz),6.6- 

7.9(6H,m) 

##1511 45 

20 1 -7Dt- 2 JU- 5 h w<>**> 3.00g. N-7D^3/N^i| 3.20g 
i5«ty f 2, 2'-7'/t^ (>f V7fn- h U ;iO o.ilg £Gg*£fl;£U[t 30ml tiftD;^ 

2 i$Han*fcils£ Sit-iB Jinx.* *r««£#JRi-£o Whtitz 

*ETtij&<i*e*i-n{dr, ©fetfn#»«) 1 -7d€-2-7d^^ji,- 5 - 

25 - h n^>-fc > 4.00g £?#£o 

NMR(CDC1,) <5 flt:4.65(2H,s),7.0-8.5(3H,m) 
46 

l-7o^-2-7o^^f;P-5--l > D^>^y 4.00g £ h^x> 30ml 
»H,Ol»T'HJ7i-;^tX7^ 3.30g £ i3Sfln L > 60^7: 2 H#HJRtD $ -£ £ 0 
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fifth Ltz$aMi&i&ffl. L, WF&x-*n,-cfcfr-t-tii£ % ifelS B B a w2-rD^- 4 - 

V )U hU7x-i*Xt>--)A rn = K 2.00g 0 
IR(KBr)cm':1525,1345 
47 

1 -"^Dt- 2 -yo^^f^- 5 - - h n«~i>-tf> 6.8g £N,N-vV-^;u* 
'^7; K35ml OV>ti*ftt* V -7 A 4.50g fcfln*., lOOTST 1 B# 

P H5.o KPSsU WiaW^^JRi-io IfbtLTliWaJi^TKiJJi^fi&fD^igTfcT^ 

^$r*7A707 h -r - [$Jtft ; ^^-^> : ftSxfji-= 5:1] 
T-ffi$!ii-tL(^ ftfe*£ H B B ?)2 -T-fc F + ->^f^- l -7nt- 5 h > 
Hf> 3.3g £?#£ c 
IR(KBr)cm l :1740, 1525, 1345 

NMR(CDC1 3 ) 3 m : 2.18(3H,s), 5.30(2H,s), 7.64(lH,d.J=8.0Hz), 

8.20( 1 H,dd,J=8.0Hz,J=2.0Hz), 8.44( 1 H,d,J=2.0Hz) 
48 

l-7D*-2-7-th+-/^f^-5- - ho^z-t'/ 4.50g £ ? / - ;b 
22.5ml tI*#S-£*o 7X^TU 1 N^KKft^ h >) ^AtK^^ 18ml SDx., MS"? 

30 53-M«#i-4 0 RiErS^^^iJJiO^Ki^^^utra^, 1 NiaKt p h 

5 urns u *r«*£#flxi-&o fi^n/jWtt^^TfcisJicrjafa^itt^-eini^flE 

->^^;u-5--hn^>-tf> 3.40g 0 
IR(KBr)cm ':3260, 1 530. 1 345 

NMR(CDC1,) o fit :2.40(lH,s), 4.84(2H,s), 7.81(lH.d.J=8.0Hz), 

8.24( 1 H.dd,J=8.0HzJ=2.0Hz). 8.43( 1 H,d,J=2.0Hz) 
###J 49 

1 - 7o^- 2 - t: KD + y > 5 h o-^>-tf > 3.30g £ h ^x/ 50ml 

U*#JS?£-ti:£o 1ST, mm-mt-?>Jf>3.70g*1)Uz.. %tl< 3B# 
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> 2.80g £l#&o 
IR(KBr)cm 1 : 1 690. 1 525, 1 350 

NMR(CDC1,) 8 m :8.14(lH,d,J=8.0Hz), 8.38(lH,dd.D=8.0Hz,J=2.0Hz). 
8.57(1 H,d,J=2.0Hz), 10.48(lH,s) 
##0fl 50 

= K 2.90g Sr'&trN.N- v y JU * i» T 5 K 15ml v£t££t&T L . fsJimST 30 

fi-mmw-tZo vi3f>7/uft Ko.sog *ftnx., 8ot:-e2«FW 

*7A^D7K77^- [ill ; :imxf^ = io: 1] 

ftfe*S H B H <0 3-^n*-4- (2- (4-e-;v;u) 

>-b* > 0.15g &t#£o 
IR(KBr)cm ': 1520.1 350 

NMR(CDC1 ? ) 5'(fi:6.7-7.3(5H.m),8.0(lH.dd,J=8.0Hz.J=2.0Hz),8.3-8.8(3H.m) 
##00 51 

2 _tKD^->-4-^^D7^'J> 5.00g %Mkm& 10ml, tK 15ml X mm 
25ml <7)?Mti:iDi« 0 -oVX-mm-t V 2.70g ****** 10ml * 

iff h'J7^ 4.30g,47%*f t*** 25ml *5 «t Cf* 50ml 0*^1 HSdTi" * o25t: 

Tmwwfu:^ tmx***iD*., *«w*»«t+*o ftbtitzmm* 
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Kn^->-4 h n^>-tf> 5. 70 g £f#£ 0 
IR(KBr)cm'' :3460, 1 5 1 0, 1 345 
NMR(CDCI,) d ji:6.0( 1 H,s),7.5-8.2(3H,m) 
52 

5 1 -fc: Kn + y-4 hn^>-tf> 3 .30g ^«t^3 V^T ;u 

^- + vv^O^^-9-y-;U4.oog S-MtJc-t l>7t FD77 / 30ml U>g$£-t!r£ 0 
^^T, h V 7x-JWtX7 ^ > 4.00g SrSDX., OV>t-yXf;l,7yyA /U*'*v 
h 4.00g £$jT1-&o StL'^-n % £• l^jmST' 4 $%fflftt$£ Lfzfe^ *Mcfc X 1/& 

Stifc ; ^^-9- > : g^^i^;u = io : 1] -effiin-ftuf, fr^^co i -y D ^ - 

2.00gf#* o 
15 IR(KBr)cm': 17 15, 1525,1 350 

NMR(CDC1,) 8 m.: 1 .3-2.8(8H.m),4.2-4.8( 1 H,m),4.8-5.4( 1 H,m),7.2-8.5(8H.m) 
##15!) 53 

1 -7D^-2-t Kn^-v-4-- hn^>-t'> jo.Og ££ffc ^ f V > lOml I: 
V&8?*-££ 0 RfL^I^t;7K^T, h 'J if^7 ~ > 5.00g £7JD;l, o^T"^ n n 
20 * ^ ;U ^ -t ,u 4.00g £ 3" tf ilft > f - \s > 10ml ^ [sl^JgT- 20 

gtym V-7n\£,izr.-T)lsZtin^, mz-fft.l£\ ffe^ B B B (7)l - 7n^-2 - 
25 > h D ^> -t? > 9.70g 0 

IR(KBr)cm ': 1520, 1345 

NMR(CDCI,) d fl:3.55(3H,s).5.36(2H,s),7.5-8.3(3H,m) 
54 

l-7nt-2 - (2.4->'7*tD7iMy)-5-> h^r->^>-t*> i5.o g 
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*%,VC**Vy 150ml (2JDn^> 7X^T, HJUfc*** 4.95ml *iTL> 30 

5 fltft ; : ftltif-^= 9 : l] 'Cfl!«i"*ttfSSfei* J Kttw 3 - - 

4- (2,4-/7J^07z;+-» Ti^-fl/ 14.3g *t#*o 
IR(neat)cm ':3375 

NMR(CDC1,) 5 ft:6.47(lH,bs),6.6-7.5(6H,m) 
55 

10 3-7-0^-4 - (2,4--y7^tD7xy+v) 7 jl y - ^ 14.5g & X If h } ) 
xf;l,7 ^ > 7.39ml *i£it*T\s> 150ml dv£8?£ -tt\ *l£T«#U t< ? > X 
>l,*.=:rt^ n >J K4.10ml £?8T-f £o Rlt-ia^tt«r 1 B#W*l$Lfc?fe, zk*i;Jjn 

z-J-)l<=3 : 1] T*fflMi-tL(f, m&mKV0<7> 1 -7'nt- 2 - (2.4-->"7;b 
^-n7i7 + v) - 5 - * ■>^>-tf > 17.7g £t#& 0 

IR( neat )cm-': 1375, 1160 

NMR(CDCU) <5 11:3. 1 6(3H.s).6.4-7.7(6H,m) 
20 ##15lJ 56 

2 _7n^- 5 - ^ f+y7x/-^ 8.20g «t L^' h 'JifJl'7 5 > 6.19ml 
it^^^> 80ml tci§*$?£-£> *#T\ ^ * >x;u*^;U7 o 'J K 3.44ml ZffiT-f 

25 ^^-> 7 A«H, iSTi:^i^S*tio »*nfc»S»U^*-* 

v^>-t*> lO.Og £!#&c 
IR(KBr)cm" 1 : 1 380. 1185 

NMR(CDCU) o ft :3.24(3H,s). 3.8(3H,s). 6.76(lH,dd,J=9.0Hz,J=2.0Hz), 
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7.02( 1 H,d,J=2.0Hz), 7.50( 1 H.d,J=9.0Hz) 

*&mit&to<n\£7 *-fr&mfc£tzii*<D&ittetifzVL&m s mmmm. item 


WO 96/26921 


135 


PCT/JP96/00499 


i. 

* (0)n 

-Z-R 5 

7vFi, -^Dl, ffJ|$fit^TU^7<yl, f*If **iTv>-C <, «fc 
y*;kf^^ii/:!ilt$titv^t«t^7Ji/^^, 7)^-Jk TJH3*->, 

T^^/W-f 1 ^-, T^ + ^X^V -f 7 )\> * )V 7, )l> * — }V y T )V *r )V 7, )l * — 

v?n7;i/*;i', ijiv/t^Htv^ X)i/7 r ^ ;K 7^ + ;H; 7 v jut 5 
20 ^ **-*n, 7)^ + ->t^') )K 7;^ + ->t^'j)l'7;A M^H^ 

nJi. (K l i fcii 2 ^r/^i-o 

25 msfrs/jii-f-^c 
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£tzli*<Dl& 0 

4. R 2 *K -«s* 
- Z - R 5 

*> J: i>fitt7****i ^«iii&$:fxTi>Tfc £i>v^ot;P*;k y «J-;u, 
y/uy/Hr/K, L< <iffixaut£* ; ZJi, »X«C^, «c*«^ *^>g % 

r;ur7^->, #;wn'^;k t;u*;ut ^ y t L < liy ->;uy ~ y mx**>2>m M 

6. R 2 *\ 

— Z — R 5 

T <> «t v»y;i'4r;u&T-*&it3fcC9iSffi 1 - 4 £ «t ^76 c7H>-f tifrlisZm.<D t: 7 a. 

8. R 

- Z — R • 

* ; za, Kfl^«r^to ) ?&t>ztizmz ; R'^i^R '^-i^iin 

^•Ctft$nT^ttJ:v'7J^;H-e*-5a^iEi 1 , 2^i^3<7)v>f 
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9 5 _. >7 y_4<-^f;i / x^*-;i/-2-7xy^v - i . i ■- if 7i - ;u 

1 0. 4'-7;^^-t-^-5->7y-2-7xMy-l,r-t'7x- 
T^Tt* C 0 X - 2 M^StJlS^Jo 
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